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Abstract 

(57) • Sti • 

'mat' 

-ttSC(I): 



A 




/J 



tt).-(CHi)»-CO-(ID,-(CH,),-B 



V G 



(57) [Abstract] 
[Constitution] 
General Formula (I ): 
[Chemical Formula 1] 

(0 



) ■ a ■ *i«f««*«3Sft^« 

ggg^ft ■ its • *i ■ « ■ ■ • mmmtiL® • 

**H ■ <b**(i) ' * • • SS^M • It8 
*i • « ftttfUMft ' » • fffc 
GPIlb/IIIa fgtfittJl ■ * ■ ■ ^PS4i6T^ 

• *<• - • jfi&ttftjft* ■ ^ |» ' 5&# 

* ffl " * ■ o 

Claims 

urea ■ 

-flSS(I): 




novel fused ring system compound which is displayed with 
(In Formula, each signal is as stated in Specification. ) or 
medicine composition * and itsmedical medicinal road of 
salt ■ which can be allowed in pharmacological. 

[EfTect(s)] 

compound of this invention (I ) and salt which can be allowed 
in its pharmacological has GPIIb/IIIaantagonist action which 
is superior vis-a-vis mammal whichincludes human, oral 
dosage is possible, blood lifetime is long, at thesame time 
toxicity is low, also side effect is little. 

Therefore, it is very useful in thrombic disease or other 
prevention and treatment. 



[Claim(s)] 
[Claim 1] 

General Formula (I ): 
[Chemical Formula 1] 



a).-(CH«)»-CO-00«-(CH,) 4 -B 



(0 



{In Formula, as for A Formula (1): } 
[Chemical Formula 2] 



(!)• 



OS* -e ■ 7m 

# ■ -tf ■) ■ s • tt 



group ' Formula which is displayed with (In Formula, E 
shows protecting group for hydrogen " or amidino ■ 
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s ■ m 

MB- 

1 
II 

B-I- C-NH- 



(2) 



guanidino or amino. ) (2): 
[Chemical Formula 3] 



(a* *e ■ mtitmm) ■ a ■ ft a ■ ■ 

(3): 

E-NH-(CH 2 ) e -(3) 

(jC* -E ' HtlfBirlia "e " 0 *1 *2 • " 



r r 3 

CD). 



it group " or Formula which is displayed with (In Formula, as 
for E description above and synonymy) (3): 

E-NH- (CH 2 )<sub>e-(3) 

To show group which is displayed with (In Formula, as for E 
description above and synonymy, as for e 0, 1 and 2 or 3 are 
shown. ), as for B the Formula (4): 

[Chemical Formula 4] 



(4) 















In Formula, as for D Formula (i ): 


• ■ ■ 


% • " 1 


•h 




* * " * 3 






■ 


Q- 


CH2)g- 


)h 


COOR5 


) 



■r 5 ■ &m 



■ ■■■■■■•a 



• ■ mm a aaa ■ a «g • Q • a a J a "f} B 

0 M '2 " ■ "3 " 7jk ' ) ' 8 ' ti S ' •R 3 " 

** ■ fflft 

• ■ ' " tn ' 0 ' " " 1 ' Yi " 1 " " " 

2 •« - R 6 ' MG^mS) " a " tL * - 5^5): 



hydrogen ■ lower alkyl ■ cycloalkyl or aralkyl, as for g 0 or 
l,as for h 0, 1 and 2 or 3 are shown, group ■ Formula which) 
with group which is displayed, as for R 3 hydrogen " lower 
alkyl ' halogen " acyl or alkoxy, as for m 0 or 1, as for n 
shows 1 or 2, as for R 6 description above and synonymy) 
withis displayed (5): 




(5) 



[Chemical Formula 5] 
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(■*+ *D 'R 3 ' cfc n ' IftCfcHS) m 
& ' 3*6): 




8 * ft group ' Formula which is displayed with (In Formula, as for 

D "R 3 and n description above and synonymy) (6): 

[Chemical Formula 6] 



(6) 



(3t+ 'R 4 ' 7K3§ MSS 
yjk ' D *R 3 'R 6 *m "n 

• rnntmm ■ « • ft a ■ • • ■ sp> : 



R 3 



r-V 

-NJI -(CH 2 )r-C00R 5 



group * or Formula which is displayed with (In Formula, R 4 
to show hydrogen ' lower alkyl " halogen • acyl or alkoxy, 
as for the D 'R 3 *R 6 "m 'n description above and 
synonymy) (7): 

[Chemical Formula 7] 



(7) 



"f ' 1 '2 " • '3 ■« " R 3 • J: R 5 ■ 
MfHirl^R) ■ 8 ' ft 8 ' * <3 ■ tt* 
(=CH-) ■ ■ a S*(=N-) " 7F ' L " ck M • P 
- ' " -S ck • ' ft" ft-O- ■ ■ 

■ -NR 6 -(5£*'R 6 ■ «HBtBI«)"« ■ "R 1 

■ J: R 2 ■ w- ■ ' ■» ck ■ ■ 

ft ' ft*H - «R 

7K*^'«k c ■ ■ ■ 

. jgi . . . . <k ' ' ft' ft 0 ■ " '1 m 7ji 

■ b • ck d ■ B- ■ ■ ■» ck ■ 

■ +1" ft 0 M "2 ■ ' '3 m 7F ' " S " ftflS 

£H&ib-&% ^a^w ■ its ■ 

• tt #m ■ 

-«SC(i) * • ■ <b A ■ ck B ■ ■ 

• ft-^*< te ■ ftfr ■ as ■ ■ tmm \ 

IBS • SISSSMbSto ^S^ftt 

■ lt» ■ ft ■ 

1A*B (1) ■ ■ ■ 35(2) ■ ■ ■ o 
2B* (4)" ■ • 3![6) " ■ 

■ flt*38 ■ 

— ftSC(I) a ;b< 1 ■ ■ O b -c " cfc d 
0 ■ ■ ■ "c AM ■ " O a "b " cfc d A< 0 ■ 

■ ' A 3K (!)"■■ B IB (4)" ■ ■ 3(6) • 

■ " " 3$) ' ck xC (6) ' ' ' ' D " M ' " 



group which is displayed with (In Formula, f to show 1, 2 or 
3, as for R 3 and the R 5 description above and synonymy) is 
shown, G carbon (=CH- ) or shows nitrogen (=N- ), L and M 
may be identical or different, respectively-O- or " NR 6 - (In 
Formula, as for R 6 description above and synonymy) is 
shown, R 1 and R 2 may be the identical or different, respective 
hydrogen ■ lower alkyl 1 halogen " acyl or alkoxy is shown, 
a and the c may be identical or different, Respectively, 0 or 1 
are shown, b and d may be the identical or different, 
respectively 0, 1 and 2 or 3 show) with fused ring system 
compound " which isdisplayed or salt D which can be 
allowed in pharmacological 

[Claim 2] 

In General Formula (I ), fused ring system compound ■ 
which is stated in Claim 1 to which atleast any one of A and B 
satisfies below-mentioned condition or salt Q which can be 
allowed in pharmacological 

1 A Formula (1) or is Formula (2). 

2 B Formula (4) or are Formula (6). 
[Claim 3] 

In General Formula (I ), a at 1 and b * c and d 0, or c and the 
a, b and d 0 at 1, A being Formula (1), B Formula (4) or with 
Formula (6), Formula (4) and in regard to D in Formula (6) 
with g+h=2 and m 0 fused ring system compound ■ which is 
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fa-ammitsw mm^w ■ its 

• tmm • . 

tm& i -2 • ■ • 3 t&m • msmmts® ■ 
.... • its • ti • « ■ sisg 

»»eGPIIMIIattttffl' ' ■ S»*«»IB«E ■ 

Specification 

• ISBJ3 1**1 ■ KH • 
■oooi ■ 

*«w ■ mm • te-smmtsvi 

mm^tfi • its ■ ft ■ & • • • mmmtftto • 

• J: ■ • EKfflii • m 



* p ■ • • • ftttftA • - %mw3-m 
.... ggg^ft . . ^, • jg ■ • • 



■0002 • 

jfli/htf iKMSd GPiib/ina • ■ mn\ ' <*« 

nsjtm • mm ■ m# * - 

a js ■ ■ mm 

g® ■ • • • Ca**ffttT » 

fiE" ' ■ ■ "ttiib Pi £ "f " tt„ 

jfa/jv«« ggmsufa • *&» ■ ■ • 

5' -~ ■ ■ $S(ADP) ' ' " 

• • "If'J;* ■ !W * 5 " " £ " " " " 

GPIIb/IIIa '3i<*«ig±^b 
' RGD( • 

.............. gpg£[] - 

■ ■ • - <y££ (£MXtttt ' ' 

GPIIb/IIIa ■ m tl t " ■ ")■ " 

*i ■ ■ ■ MM&m - ft$tf£Pg - - ■ jM* 
S»ftfi<£ig ■ tic 

• tl GPIIb/IIIa ■ ■ "+l 

6* ■ W*J ■ ■ jBW(GPIMIIa fefjWJ) ' g*l 

• fttJfa/jN*5#J o 



1995-7-18 

stated in Claim 2 which is or the salt Q which can be allowed 
in pharmacological 



fused ring system compound which is stated in Claim 1 , 2 or 
3 or medicine composition whichincludes salt which can be 
allowed in pharmacological 

[Claim 5] 

Medicine composition 0 which is stated in Claim 4 which is a 
sugar protein GPIIb/IIIaantagonist 



Furthermore as for details, such as prevention and treatment 
of thrombic disease regarding itsmedical medicinal road, 
novel fused ring system compound which is useful in 
prevention and treatment etc of the thrombogenesis at time of 
surgery and time etc of perfusion or it ismedicine 
composition " of salt ■ which can be allowed in 
pharmacological andsomething. 



blood platelet film sugar protein GPIIb/IIIa belongs to 
integrin family which is a one kind of receptor groupwhich 
participates in glueing between cell and between cell 
substrate,under Ca** existing we form heterodimer in blood 
platelet surface, the;al <sub>IIb also the;be <sub>3 is called. 

blood platelet sticking does in blood vessel injured site, 
furthermore when adenosine 5' -diphosphate (ADP )and 
receiving stimulus with such as thrombin, this GPIIb/IIIa 
causes thechange on three-dimensional structure with , 
reaches point where it connectswith ligand which includes 
fibrinogen and phone building brand factor or other RGD 
(arginine-glycine-aspartic acid ) arrangementand (With 
nonstimulus state it does not connect GPIIb/IIIa with these 
ligand. ), through these, platelet aggregation which is a final 
step of stimulustransmission is caused. 

Consequently, remains to this GPIIb/IIIa and others chemical 
(GPIIb/IIIaantagonist ) whichcontrols connection of ligand 
can become antiplatelet agent which issuperior. 



[Claim 4] 



[Claim 5] 



[Description of the Invention] 
[0001] 

[Field of Industrial Application] 

this invention novel fused ring system compound or is 
medicine composition ■ of salt " which can beallowed in 
pharmacological and something regarding its medical 
medicinal road. TRANSLATION STALLED 



[0002] 

[Prior Art And Problems To Be Solved By The Invention] 
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■0003 ■ 

■ • " f- tP" " * ' "-N- ' ' " 
■""•)•""■*- 

BtS£(Ro43-8857)(Leo Alig et. al., Journal of 
Medicinal Chemistry, 1992, Vol. 35(No. 23), 
4393-4407 ' #ES) "2-(6- * * ' B -2- 
■•)•■■ '-Gly-Asp-NH 2 i£i£J£ "2- T6-(N- 

)-2- ' ' ■ ■ 

-Gly-Asp(Bzy)-NH 2 (ttHT 

4-305559 "#JH)'4-' '-4' -{4- 
y * jfeg- 

4-334351 ■ 



[0003] 

Already, {{4 - {(p- amidino-N- methyl benzamide ) acetyl } 
-o-phenylene } dioxy } diacetic acid (Ro4 3- 8857 ) (Leo Al 
ig et. al., Journal of Medicinal Chemistry (0022 - 2623, 
JMCMAR ), 1992, Vol. 35 (No. 23 ), you refer to 4393 - 
4407), 2 - (6 -amidino -2- naphthyloxy ) acetyl-Gly-Asp-NH 2 
acetate ■ 2- {6 - (N- benzyloxycarbonyl amidino ) - 2 
-naphthyloxy } acetyl-Gly-Asp (Bzy ) -NH 2 (You refer to 
Japan Unexamined Patent Publication Hei 4- 305559 ), 
4-amidino-4&apos;- {(4 -carboxy cyclohexyl ) amino 
carbonyl } biphenyl acetate (You refer to Japan Unexamined 
Patent Publication Hei 4- 334 35 1 ) etc has been known from 
this viewpoint. 



TO04 ' [0004] 

' ' " fet " " ' " fit " " 6- ' " ' '-2- ' • ■ In addition, 6 -amidino -2- naphthyl-p- guanidino benzoate di 

' -p- methane sulfonate where it is an anti- thrombin agent 

'( ■ ■ ' B£ J " il " " A* ■ " (nafamo stat mesi late ) it is weak, shows GPIIb/IIIaantagonist 

GPIIb/IIIa Jp fctf^ffl ■ ' ■ id ' ' " " action, it is known , {Hodohara Keiko and others, you refer to 

•mm*' " mtM^ ■ *20 #'*3 ^* blood and vein' Vol.20' No. 3 "213-219 (1989)}. 

213-219(1989) " 0 

■0005 ' [0005] 

■ ■ ■ - tl ■ ■ ■ ■ tL#) ■ ffllftfiife ' I'J But, as for these which from difficulty or other point of 

fEffl ' ^PiS-^ 'Hitter ' ' 1 "i& 1 ' ■ effectiveness " effectiveness retention ■ side effect " oral 

iSSL if' " ' ttiJE ' " " o dosage, those whichalways it is satisfied it is a condition 

which cannot be said. 



t)006 ' 



GPiib/ma ftmm - m ■ ■ «« ■ it£^ ■ ■ 
■ EXtttftt ■ ■ * GPiih/iiia ■ m 



m • ■ > ■ ■ 



D007 ■ 

■ -as 

£8SHb*tt»t GPIIb/IIIa tefetflFffl ■ 
t)008 ■ 

ID ■ ■*»*!■ — ttSt(I): 
•0009 • 
MB" 



[0006] 

Therefore, objective of this invention is medicine 
composition 1 of novel compound ■ which possesses 
GPIIb/IIIaantagonist action which is superior and to offer 
GPIIb/IIIaantagonist. 

[0007] 

[Means to Solve the Problems] 

these inventors when various research is repeated in order to 
achieve theabove-mentioned objective, has 
GPIIb/IIIaantagonist action where fused ring system 
compound which has thespecific structure is superior, at same 
time also toxicity is lowdiscovering , this invention it reached 
to completion. 

[0008] 

Namely, as for this invention, General Formula (I ): 
[0009] 

[Chemical Formula 8] 



Page 9 Paterra Instant MT Machine Translation 



JP1995179407A 



1995-7-18 




(L).-(CH«) fc -C0-O0«-(CHt)--B 



(I) 



t)010" 

-A ■ 5C(1): 
"001 1 • 

■ -us- 



e-UN- C- 



(1) 



[0010] 

{In Formula, as for A Formula (1): } 
[0011] 

[Chemical Formula 9] 



W12 1 



*f • ■ ) ■ a 

* ' *2): 
■0013 * 

■ -fbio • 

i 
II 

B-HN— C-NH- 



(2) 



[0012] 

group ' Formula which is displayed with (In Formula, E 
shows protecting group for hydrogen ' or amidino ■ 
guanidino or amino. ) (2): 

[0013] 

[Chemical Formula 10] 



t)014 ■ 

(a+ -e • mutrnm) ■ a ■ ft s ■ ■ ■ ■ a 

(3): 

E-NH-(CH 2 ) e -(3) 

(it* -e ■ mtzmrn -e • o m -2 ■ • ■ 3 • 

*")-a'*ltt"*"S" 3t(4): 
■0015 ■ 

Mbi ■ 

R* R 3 

-00 .-^ 



[0014] 

group " or Formula which is displayed with (In Formula, as 
for E description above and synonymy) (3): 

E-NH- (CH 2 )<sub>e-(3) 

To show group which is displayed with (In Formula, as for E 
description above and synonymy, as for e 0, 1 and 2 or 3 are 
shown. ), as for B the Formula (4): 

[0015] 

[Chemical Formula 11] 



(4) 



(D), 
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[0016] 



In Formula, as for D Formula (i ): 

- (Q ) g - (CH2 ) h - COOR5 

S'« i ■ ) 

■ -r 5 ■ tk^ ■ isa ■ 

O'l '2 ■ ■ " 3 m 7jk ■)" g -+L S" ft 3 ■ 

...... ^ . Q ...]. ^ .].. . 

■0017 ■ 



) 



Element, lower alkyl or aralkyl are shown. ) As for R 5 
hydrogen ' lower alkyl " cycloalkyl or aralkyl, as for g 0 or 
l,as for h 0, 1 and 2 or 3 are shown, group ' Formula which) 
with group which is displayed, as for R 3 hydrogen 1 lower 
alkyl ■ halogen ' acyl or alkoxy, as for m 0 or 1, as for n 
shows 1 or 2, as for R 6 description above and synonymy) 
withis displayed (5): 

[0017] 




(5) 



[Chemical Formula 12] 



•0018 " 

(5C4 1 "D "R 3 
& ' 3*6): 

t)019 ' 



J: n ' flJfBirlUg) ' S ■ tt 



[0018] 

group ' Formula which is displayed with (In Formula, as for 
D "R 3 and n description above and synonymy) (6): 

[0019] 




(6) 



[Chemical Formula 13] 



D020 ■ 



■ ' O 'R 3 "R 6 "m "n 



(it* 'R 4 " *S§ 1 
■ flHEJM) ' ' ■ 3*7) 

t)021 ■ 



[0020] 

group 1 or Formula which is displayed with (In Formula, R 4 
to show hydrogen ■ lower alkyl ■ halogen ■ acyl or alkoxy, 
as for the D "R 3 "R 6 'm 'n description above and 
synonymy) (7): 

[0021] 
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[Chemical Formula 14] 



(7) 



t)022 " 

(xC+ "f ■ 1 '2 • ' * 3 m 7jk ■ R 3 ■ cfc R 5 ' 

mnBtra«) ■ s ■ 4i « ■ «* 

(=CH-) ' " "S^(=N-) " * ' L ■ cfc M ■ l§l 
— ■ ■ ck'"*i" tl-O- " " 

■ -NR 6 -(5e+ -r 6 ■«natn«)'«" r 1 • 

■ ti*m - in 

■ * • J: c ' ■ ■ ' 

A ck " " tl" tlO " ' ' 1 m 7jk ' ■ 

b " «fc d ■ IB- ' • -m cfc ' ■ 
*1'*10 B 1 B 2 ■ " "3 " g "tiffin 

3g$<b£tt ------ ^g^M • if g • tt 

■ ■ ■ *mm ■ • ±ie-*w& ■ * ' hits 
% ■ jaTfc^*(i) mm¥ 

» ■ ■ *t ' ■ itfgai*fifiJt% ■ ■ cfe 

■ - " ft GPIIta/IIIa gffiffl ' 

■0023 ' 

*?B$ffl»+ -ttffl ■ *i' " ■ E# • • EL 
T ■ • ■ o 

R l ~R 6 --•-«»-■• - MXft l~6 
'MM*- ■ -«ttf»tt **■ 



[0022] 

group which is displayed with (In Formula, f to show l, 2 or 
3, as for R 3 and the R 5 description above and synonymy) is 
shown, G carbon (=CH- ) or shows nitrogen (=N- ), L and M 
may be identical or different, respectively-O- or -NR 6 - (In 
Formula, as for R 6 description above and synonymy) is 
shown, R 1 and R 2 may be the identical or different, respective 
hydrogen ' lower alkyl ■ halogen ' acyl or alkoxy is shown, 
a and the c may be identical or different, Respectively, 0 or 1 
are shown, b and d may be the identical or different, 
respectively 0, 1 and 2 or 3 are shown) with fused ring system 
compound ■ whichis displayed or salt which can be allowed 
in pharmacological regard. 

In addition, this invention, compound which is displayed with 
theabove-mentioned General Formula (I ) {Below "compound 
(I )" with you say} or medicine composition * and its medical 
medicinal road which include salt which can be allowed in 
pharmacological, regards especially sugar protein 
GPIIb/IIIaantagonist. 

[0023] 

You explain below concerning signal which is used in this 
specification. 

lower alkyl in R 1 ~R 6 , alkyl of straight chain or branched 
chain of carbon number 1-6 is meant. 



■ ■ -n- 2- 

1,2,2- ' 

■tlo 



R 1 ~R 4 t ■ 
■0024 ' 

R 1 ~R 4 t " " a ttXtt 1-6 ' 

im -\m 



Concretely, methyl 1 ethyl * propyl ■ isopropyl * n- butyl ■ 
isobutyl " t-butyl " n- pentyl ■ n- hexyl ■ 2- methylpropyl ' 
1,1- dimethyl propyl, you can list 1, 2 and 2 -trimethylpropyl 
etc. 

It is a preferably methyl ■ ethyl ■ propyl " isopropyl ■ n- 
butyl etc. 

halogen in R 1 ~R 4 , fluorine ■ chlorine 1 bromine ' iodine is 
meant. 

[0024] 

You can list lower alkanoyl ' al lower alkanoyl ■ aromatic 
acyl ' heterocyclic acyl of carbon number 1-6 as acyl in R 1 
~R 4 . 
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-tic 



ST 1 



•3- 



■0025 ■ 

R l -R 4 
1-6 



■ ' " 't 

Hfi¥ u 'tic 



■ ■ ' cfc 



n- 1 



n- 



*■ 'tic 



» 



SI" 



t)026 



R 



• -«*<¥- -tie 
■0027 " 
R 5 -R 6 



•3- 



' "4- • ■ " ■ 
" 'ft 



furoyl ' nicotinoyl * isonicotinoyl 1 thenoyl etc you can list 
benzoyl 1 toluoyl 1 xylo- yl ■ salicyloyl ■ Chinese " yl ■ 
naphthoyl etc, as the heterocyclic acyl, concretely, as lower 
alkanoyl, formyl ' acetyl ' propanoyl ■ butyryl ■ valeryl ■ 
hexanoyl etc, as al lower alkanoyl, the phenyl acetyl ■ phenyl 
propanoyl 1 phenyl butyryl etc, as aromatic acyl. 



It is a preferably acetyl ' propanoyl ' butyryl 1 phenyl 
acetyl ' 3- phenyl propanoyl " benzoyl ■ p- toluoyl etc. 



[0025] 

You can list lower alkoxy of carbon number 1-6 as alkoxy in 
R l -R 4 . 

It is good with whichever of straight chain or branched chain, 
concretely, can list methoxy ■ ethoxy " propoxy ■ 
isopropoxy " n- butoxy ■ isobutoxy "t-butoxy ■ pentyloxy " 
hexyloxy etc. 

It is a preferably methoxy ■ ethoxy * propoxy " isopropoxy 
etc. 

[0026] 

With preferably carbon number 3-8 , concretely, you can list 
cyclopropyl " cyclopentyl ■ cyclohexyl ■ cyclooctyl etc as 
cycloalkyl in R 5 . 



[0027] 

You can list benzyl ' phenethyl ' 3- phenyl propyl ■ 4- 
phenyl butyl ■ benzhydryl ■ trityl etc as aralkyl in R 5 "R 6 



ftXft 1-6 • • - - 

• (W&mm m&mm 

« ■ ■ j- « 

cf» o 

•0028 ' 



P- 



"m- 



In addition as for this aralkyl alkyl of carbon number 1-6 
(Similarity to earlier description), halogen (Similarity to 
earlier description), optionally substitutable Q withsuch as 
nitro ' cyano " alkoxy (Similarity to earlier description) 

[0028] 

amidino ' in E 
guanidino ■ 

As protecting group for amino, 

optionally substituted aralkyl (for example benzyl " p- chloro 
benzyl * p- fluoro benzyl 'm-trifluoromethyl benzyl and 
phenethyl " 1- phenylethyl ■ benzhydryl ■ trityl etc), 



F) ' 
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alkanoyl (for example formyl ■ acetyl ■ propanoyl ■ 
butyryl * valeryl 1 hexanoyl " pivaloyl ' octanoyl etc), 



halo- alkanoyl (for example chloroacetyl ■ trifluoroacetyl 

etc), 

(#1 alkenyl oxycarbonyl (for example allyl oxycarbonyl etc), 



($1 alkoxy carbonyl (for example methoxycarbonyl ■ ethoxy 

.. . ( ....... . carbonyl ■ t-butoxy carbonyl ' hexyloxy carbonyl etc), 



' (#J ' ' ' ■ acyloxy alkoxy carbonyl (for example acetoxy methyl 

■ ' "(1- oxycarbonyl ■ (1 -acetoxy ethyl ) oxycarbonyl ' 

■ • ' ) " propionyloxy methyl oxycarbonyl ■ pivaloyl oxy methyl 

■ oxycarbonyl " butyryl oxy methyl oxycarbonyl ' isobutyryl 

oxy methyl oxycarbonyl etc), haloalkoxy carbonyl (for 

■ ■ ■ " example chloro methoxycarbonyl 1 trichloro ethoxy carbonyl 

ID CfJiJ etc), optionally substituted aroyl (for example benzoyl " 

toluoyl • xylo- yl ■ naphthoyl " phthaloyl etc), optionally 

^"BSIS'S <£' substituted phenyl alkanoyl (for example phenyl acetyl " 3- 

■ ■ ■ *(M ■ ■ phenyl propanoyl ' 3- (p- methoxy phenyl ) propanoyl 1 3- 

^'fitfefi * (p- chlorophenyl ) propanoyl etc), optionally substituted 

m (9\ 1 ■ " " heteroaryl carbonyl (for example nicotinoyl ' isonicotinoyl 1 

3- B 3-(p- 6-chloro nicotinoyl ' ftiroyl ■ thenoyl etc), heteroaryl 

) ' ■ 3-(p- alkanoyl (for example thienylacetyl ■ imidazolylacetyl ■ 

■ ' ) ■ %f "fl^S ' M ' ' ' ' * <£ furylacetyl * triazolyl acetyl * thiadiazolylpropionyl etc), 
(M optionally substituted aryloxy carbonyl (for example phenoxy 

■ ■ T5- ■ carbonyl ■ naphthyloxy carbonyl etc), optionally substituted 
• ^ ' " phenoxy alkanoyl (for example phenoxy acetyl " phenoxy 

(#J ■ " propanoyl etc), optionally substituted aryl glyoxyloyl (for 

...................... example phenyl glyoxyloyl ■ naphthyl glyoxyloyl etc), the 

• ■ ■ ■ ■ ^ 'BifeS ' M 9 * " phenyl alkoxy carbonyl which is possible to possess 

" " <fc ^jyi] .... substituent (for example benzyloxycarbonyl 1 phenethyl 

oxycarbonyl ■ p- nitrobenzyl oxy carbonyl and p- methoxy 

^) "BJf4& ' % cfc * ' benzyloxycarbonyl etc), alkyl sulfonyl (for example methyl 

■ ' \M ' sulfonyl ' ethyl sulfonyl ' propyl sulfonyl ■ butyl sulfonyl 1 
.... ■ || jg ■ ^ ■ • ■ ■■J;* ■ ■ pentyl sulfonyl etc), the optionally substituted aralkyl sulfonyl 

" " " (for example benzyl sulfonyl ■ p- chloro benzyl sulfonyl ' 

"B phenethyl sulfonyl ' benzhydryl sulfonyl etc), optionally 

B M 1 " " efc " substituted aryl sulfonyl (for example phenyl sulfonyl ' p- 

■ ($1 ' - . . . chlorophenyl sulfonyl ' tolyl sulfonyl ■ xylyl sulfonyl ' 

p- naphthyl sulfonyl etc) etc can be listed. 

P- 

. ■ . ■ ■■■■■■■■■■■■ ■ p_ ■ * 



■ ■ ■(« 



p- 
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■0029 " [0029] 
if " ■ ' Furthermore 















"n- " " 





s& 

st mmm 

i~6 (ifi&tmffi) 

• ■(matH*) mmmm ■«* 

SIS 1-6 (tt2£ftf*)«fi<¥ • ■ 

■0031 ' 

• ms^w • its • 4i ■ tti ■ 
■ ■ • ■ m •nib**!* • 



tH m h 

) • muttttaWfii 

i£ t&'p- 

tttt- "■■!■■ 

■ ■ M' ' ' •M." ' ' S$ it" " • 
• " M WtM'&W. ' ' ' ' §£■ • • ' 

m 



■ tt) ±££JS8(0"J 



preferably ■ benzyloxycarbonyl ' 
t-butoxycarbonyl " acetoxy methyl oxycarbonyl ■ pivaloyl 
oxy methyl oxycarbonyl ■ n- valeryl ■ n- hexanoyl " 3- 
phenyl propanoyl * trifluoroacetyl m benzyl " phenethyl ' 
trityl ■ n- butyl sulfonyl ■ n- hexyl sulfonyl ■ benzyl 
sulfonyl ■ phenyl sulfonyl " p- toluene sulfonyl etc with such 
as preferably " phenyl alkoxy carbonyl ■ alkoxy carbonyl ' 
acyloxy alkoxy carbonyl ' alkanoyl ■ phenyl alkanoyl ■ 
halo- alkanoyl * aralkyl ■ alkyl sulfonyl ■ aralkyl sulfonyl ■ 
aryl sulfonyl can be listed. 



i, optionally substituted aralkyl " aroyl ' phenyl 
alkanoyl ■ heteroaryl carbonyl " aryloxy carbonyl, alkyl of 
nitro ' trifluoromethyl ■ carbon number 1-6 (Similarity to 
earlier description), phenyl ' alkoxy (Similarity to earlier 
description), halogen (Similarity to earlier description), you 
can list alkanoyl (Similarity to earlier description) etc of 
carbon number 1-6 as the substituent in phenoxy alkanoyl " 
aryl glyoxyloyl " phenyl alkoxy carbonyl ' aralkyl sulfonyl ' 
aryl sulfonyl. 



inorganic acid addition salt (salt of for example hydrochloric 
acid " hydrobromic acid ' iodide hydrogen acid " sulfuric 
acid ' phosphoric acid etc), salt of amino acid (salt of for 
example glutamic acid ■ aspartic acid etc), you can list 
organic acid addition salt (salt of for example methane 
sulfonic acid * benzenesulfonic acid ■ p-toluenesulfonic 
acid " formic acid ' acetic acid " trifluoroacetic acid " 
oxalic acid ' citric acid " malonic acid * fumaric acid ' 
glutaric acid ' adipic acid ■ maleic acid " tartaric acid ■ 
succinic acid ' mandelic acid ' malic acid ' gluconic acid * 
glycolic acid ■ lactic acid etc) etcas salt which can be allowed 
in pharmacological of compound (I ). 

In addition, alkali metal salt (salt of for example sodium ' 
potassium etc), alkaline earth metal salt (salt of for example 
calcium ■ magnesium etc), salt of organic base (salt of for 
example methylamine " trimethyl amine, ethylamine ■ 
diethylamine 1 triethylamine ■ dicyclohexyl amine and 
pyridine ' picoline " ethylenediamine etc),you can list 



• ■ 



n- 

■ - p . - . - . 



t)030 " [0030] 
■R&S"* * Inadd 



■ ■ 



t)032 1 



[0032] 



[0031] 



Page 15 Paterra Instant MT Machine Translation 



JP1995179407A 



1995-7-18 



■0033 • 

■ • • • n&mi) * 

' t- • ■ «* '% 

tBHrt ' • ' . 
D034 " 

***Ht**J ' IHt^I) AA' 

• ■ ■ a[2) • * ■ *t b * (4) • ■ ■ a 

(6) • S ' *tfb**j!&< » • ■ • . 

• ■ ft^tti ■ ■ • -tt^I) • • 

■ ■ - a=l " O b=c=d=0 " " " ■ t=l "D 
a=b=d=0 ■ ■ " A *8 (1) "B 8S (4)( ■ • t ' 
m=0) ' ' ' S{6)( ■ • t ■ m=0) ■ 8 ■ ft ■ O 
SC(i) " £ * *l D * * • • g+h=2 • • ■ <fc£!$| 



t)035 ■ 
■ ■ -4< 



■ • ■ ■ ■ It 

o 

BIT '*t. 



D036 ' 

•0037 • 
m itl5 m 



ammonium salt etc as salt which can be allowed in the 
pharmacological when compound (I ) has free carboxyl 
group. 

[0033] 

Furthermore, when cis " trans isomer exists in compound (I ) 
or its salt, and when the optical isomer which is based on 
asymmetric carbon exists, these it is inside range of this 
invention. 

[0034] 

Among the compound of this invention, in General Formula 
(I ), A Formula (TRANSLATION STALLED) or isdisplayed 
with Formula (2), B Formula (4) or compound whichis 
displayed with Formula (6) is desirable. 

Furthermore it is a a=l and a b=c=d=0 as desirable 
compound, in the General Formula (I ), or with c=l and 
a=b=d=0 , A Formula (1), the B Formula (4) (This time m=0 ) 
or is displayed with Formula (6) (This time m=0 ), can list 
compound which is a g+h=2 in D which at same time 
isdisplayed with Formula (i ). 

[0035] 

It can synthesize compound (I ) or its salt, with various 
methods. 

You can list method below for example . 
[0036] 

synthetic method 1 
[0037] 

[Chemical Formula 15] 
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A' 



R 2 




(L).-(CH*)»-COOH + H-(M)c-(CH 2 )d-B 



(ID 



(III) 




(L).-(CHa)»-C0-aO.-(CH,) 4 -B 




(L).-(CH 2 ) k -C0-(M)c-(CH 2 ) d -B 



■0038 ' 

'A' ' flUtS A fit 
%H • *l" ' <fc * ' "A 'R 1 "R 2 "B 'G ' 
L 'a 'b 'c 'd 'M ■ mZt®m)*£f$.& 1 1 ' 
SC(I) ■ ■ ■ "(b " 0 ■ " ■ a=b=0 "c=l "d • 0) • 
\t-B^i m * ' 0 ' ' ' a=b=0 'c=l 'd=0 *B *< 



•0039 • 
■ iti6' 

R 8 

I 

-(N) 




[0038] 

(In Formula, A' aforementioned A * halogen 1 cyano or to 
show amino which is possible to be protected, as for A "R 1 
R 2 "B 'G "L ■ a, b, c 'd 'M description aboveand 
synonymy) As for this synthetic method 1 , in Formula (I ) 
compound ' of (b#) or a=b=0 "c-1 'd^0 ) {b^0 or a=b=0 " 
c=l 'd=0 "B formula: } 

[0039] 

[Chemical Formula 16] 



(4) 



(D), 



■0040 " 

(xC* "m ■ 0 'R 3 "D ■ J: n • tilftkmU) ' 
"0041 ' 



[0040] 

(In Formula, as for m 0, as. for R 3 'D and n description above 
andsynonymy) 

[0041] 

[Chemical Formula 17] 
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(6) 



•0042 " 

8) " S 

a=b=0 *c= 

t)043 " 
■ <b8 ■ 

R 6 
I 

-(N) . 



• 0 'R 3 'R 4 'D ' <fc n ■ tillRtm 
<b£t#) -(b ■ 0 ■ - - 
=d=0 'B fB :) 




(D). 



[0042] 

compound ' of group m which is displayed with (In Formula, 
as for m 0, as for R 3 "R 4 "D and n description above 
andsynonymy) (b#) or a=b=0 'c=d=0 "B formula: ) 

[0043] 

[Chemical Formula 18] 



(4) 



D044 " 

"m " 1 -R 3 "R 6 "D ' J: n ■ HSKtm 

«) 



(5) 




[0044] 

(In Formula, as for m 1, as for R 3 "R 6 'D and n description 
above andsynonymy) 

[0045] 

[Chemical Formula 19] 



"0046 ' 

■0047 ■ 
■ i\20 ' 



[0046] 

(In Formula, as for each signal description above and 
synonymy) 

[0047] . 

[Chemical Formula 20] 
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t)048 • 

(£tp 'm ' 1 -R 3 "R 4 'R 6 - D ■ cfc n ■ MfB 
£08) ' ' ■ ' 

t)049 1 

• \\2\ ' 

V 

-N M -(CH 2 )r-C00R 5 



[0048] 

(In Formula, as for m 1, as for R 3 "R 4 'R 6 "Dandn 
description above andsynonymy) Or 

[0049] 

[Chemical Formula 21] 



(7) 



■0050 • 

(xC+ • =&ta# •mztmm • s ■ ft 
\t%m ■ ^b6- • ■ ■ «pj ■ ■ ■ . 



t)051 ■ 

<b*i*i) • • s • ft ■ • ■ ■ 

• • ■ mm • Rfc'&mmwt 3 (in) ■ a ■ ft 

• te^uiT -ib**(iii) •<£ • m )t 

5* ■ ■ ■ ■£ J: ■ lliStt W 



■ ■ > a 



$11) ■ #5J£ 

ttR*(*4 <b£* (in) ■ tta • a ■ -a*«* 

■0052 ■ 

• ■ ' * $11) ffi* ' i: ' ' - 2- ' ■ " 

-4,6- -1,3,5- o- 
■ • ■ ■-N,N,N',N'- 



-1- 



') 



-1- 



( ) ' 
■ " ' N,N- 
N,N- ' " ' 



>-3-' 



N(3- ■ ■ " 



[0050] 

It is profitable in order to synthesize compound of group ' 
whichis displayed with (In Formula, as for each signal 
description above and synonymy). 

[0051] 

It can synthesize namely, compound (I ) carboxylic acid 
which is displayed with the Formula (II ) (Below "carboxylic 
acid (II )" with you say) or by reactive derivative of this 
carboxylic acid (II ) and compound (Below "compound (III )" 
with you say) which isdisplayed with Formula (III ) 
condensation reaction doing, directly or via the precursor. 

carboxylic acid (II ) or reactive derivative of this carboxylic 
acid (II ) and input amount of compound (III ), it is possible to 
be a equimole usually, but according to need any 1.1-3 times 
of other it uses. 

[0052] 

When using carboxylic acid (II ) that way, 2 
-chloro-4,6-dimethoxy-l,3,5-triazine •o-benzotriazole -1- 
yl-N,N, N&apos;, N&apos;-tetramethyl uronium 
hexafluorophosphate " benzotriazole -1- yl-oxy-tris 
(pyrrol idino ) phosphonium hexafluorophosphate ■ 
benzotriazole -1- yl-oxy-tris (dimethylamino ) phosphonium 
hexafluorophosphate 1 bromo-tris (pyrrolidino ) 
phosphonium hexafluorophosphate "N, N- dicyclohexyl 
carbodiimide "N, N- diisopropyl carbodiimide 1 1- (3 
-dimethylaminopropyl ) - 3 -ethyl carbodiimide " thio di *, 
1 -ethyl-3- it reacts under existingof (3 
-dimethylaminopropyl ) carbodiimide acetate ■ N- 
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■N- 



■-N' -(2- 



t)053 



Kii) - -«a ■ * ■ mm*® -sit 



$ -jg^ ■ ■ 
Stt • ■ ■ 

N- ' " 



• • ■ - Utt fc* 



. . .gg . . - p . 

■2,4,5- 



*N- 1 



■N- 



• '-2,3- 

"tie 



■ ■ ■ ■ • Mt ■ 



■01 



t)054 ' 

fl;£1$8(III) " ■ " " + " B " g ■ tl 



a- ■■„ 



t)055 ■ 
N,N- " ■ ■ 



■ ■ N,N- • 



m • -ho 



•N,N- 



"0056 * 



S$ 'SlESJf ' Sfa 0-100 deg C ' ' ' Kl£ 

B»M ■ *enu~3 BM • ' " . 

"0057 • 

• ' jftt ffl * " t ■ ' "N- ■ ' 



■1- 



4- 1 



1995-7-18 

cyclohexyl-N&apos;- (2 -morpholino ethyl ) carbodiimide * 
' jp7-p-toIuenesulfonic acid salt or other condensing agent. 



[0053] 

carboxylic acid (II ) making use of those which are converted 
to acid anhydride " active ester 1 acid halide or other reactive 
derivative with conventional method , is good. 

As acid anhydride, of for example pivalic acid anhydride etc 
of anhydride ■ carbon dioxide isobutyl ester are used. 

As active ester, it can use for example p- nitrophenyl ester ■ 
2,4,5-trichlorophenyl ester " N- hydroxy succinimide ester ■ 
N- hydroxy phthalimide ester ' N- hydroxy-5-norbornene-2, 
3- dicarboxyimide ester etc. 



As acid halide, it can use for example carbonyl chloride ' 
carbonyl bromide etc. 

[0054] 

compound (III ) free carboxyl group or includes ester group to 
group which isdisplayed with B among those, but when 
carboxylic acid (II ) withreacting making use of condensing 
agent, it is a ester group, it is desirable. 

[0055] 

As reaction solvent, in which, N, N- dimethylformamide 'N, 
N- dimethylacetamide ■ dimethyl sulfoxide ■ hexamethyl 
phosphoric triamide ' pyridine ' dioxane * tetrahydrofuran ' 
acetonitrile " chloroform ■ methylene chloride ■ 
dimethoxyethane ' benzene ■ ethylacetate * sulfolane etc, or 
it can use these mixed solvent. 



As desirable solvent, you can list N, N- dimethylformamide ' 
methylene chloride ■ tetrahydrofuran " acetonitrile. 

[0056] 

With usually, as for reaction temperature approximately 0 - 
100 deg C, as for the reaction time it is a several hours~3-day 
period. 

[0057] 

Furthermore, when using active ester of condensing agent or 
carboxylic acid (II ) at timeof above-mentioned reacting, N- 
methylmorpholine ■ 1- hydroxy benzotriazole ■ 4- 
dimethylamino pyridine or other reaction auxiliary agent can 
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i- 



■ ■ 



&i§;kift ^-^S 

•0058 ■ 
A 



■ ■ ■ 



^fis* i • as ■ spg • • m - a 

mm m *i ■ • • 

ffill-ti 



±E 

a> ■ t • ■ • • „ 

■ • ■ a ■ a ■■■ ■ ■ ■ ■ ■ ■ 

&s • & • • mm • • ■ 

■ *a • ft* ■ It ■ 
A059 - 

JUT BtH) KJfcttSIE 

ttfcstai (iii)4 ■ ■ «■ ■ ■ 

• • • Sffttt Kll) ■ »■ ■ ■ ■ ± 

IB A' • ■ A • • ' 15' o 

• $11) 



(ESS 



tfe 



if 



... . 



Kll) ■ ■ Jt ■ ■ " " J5J£ 

ttB3W*-*fc 1b£^lll)£ J5 
J6 -4 mJizE 



•0060 " 



be used. 

When using acid anhydride of carboxylic acid (II ), 4 
-dimethylamino pyridine " I - hydroxybenzotriazole or other 
reaction auxiliary agent can be used. 

When using acid halide of carboxylic acid (II ), it is desirable 
to do under triethylamine * pyridine " picoline ' sodium 
hydrogen carbonate or other existing as hydrogen halide 
scavenger. 

[0058] 

carboxylic acid (II ) or halogen ' cyano ■ optionally 
protected amino which is a A&apos; in reactive derivative 
with suitable step of synthetic method 1, amidino " 
guanidino ' which is a A of Formula (I ) amidino ' which is 
protected is converted to guanidino which is protected. 

protecting group of above-mentioned amino ' amidino ' 
guanidino is aforementioned sort. 

In addition, protecting group of amidino • guanidino * amino 
according to need removal is possible. 

As removal method, you can list hydrogenated ■ acidolysis ■ 
base disassembly or hydrolysis. 

It should have done these with condition of conventional 
method. 

[0059] 

Below, carboxylic acid (II ) or reactive derivative and 
compound (III ) with conversion method to A is inscribed 
from step " of product after reacting or,above-mentioned 
A&apos; with step of carboxylic acid (II ) beforereacting. 

Furthermore, in case of the latter, after making that lower 
alkyl ester body inorder to protect besides and this said 
carboxyl group which can be converted even with while it is a 
carboxylic acid (II ) even it can convert. 

As for amidino or guanidino which is converted according to 
need afterprotecting, in addition, when it makes that lower 
alkyl ester body in order toprotect carboxyl group after 
converting to carboxylic acid (II ), compound (III ) 
withoffering/accompanying is possible to reaction. 

Furthermore, as for carboxylic acid (II ) after converting to 
reactive derivative of the according to need, compound (III ) 
with fact that it is possible to offer toreaction is 
aforementioned sort. 

[0060] 

method a 

This is method which converts halogen " amino ' cyano of 
A&apos; to amidino of A. 
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c 



NC 




[0061] 

[Chemical Formula 22] 



7 5 i?J(t 



r. G 



13-' 



t)062 ■ 

■ac+'x mrnmm 

■ m ' B Y ' -(L) a -(CH 2 ) b -CO-(M) c 

-(CH 2 ) d -B (ii)(St* ' #fB-§- -iftlBirlslS) " 8 
' tl * " ' " ' -(L) a -(CH 2 ) b -COOR 7 



*■■■«*•■■ ■(«ratn«))'«-3h 

g • " G 'R 1 ■ ck R 2 ■ HtJiBt^go ■ 



D063 ■ 

1b ■ o ■ ■ Sffifl ■ ■ o 

±IB-^'XA< " Mb 

£JS ■ - Mb^tti ft*-« ■ ■ ■ 

Mb lb ^ ■ ffl" ■ o 

fiK»»" 'U- ■ ■ ■ --2- 

N,N- N- ■ " "-2- - • ■ ■ 

5£fi!& ■ 250 deg C - -££B$M • 

ttB#BI~3 BIB •■■»■■■ - $60-230 deg 

c • ■ srihm am- ■ 

t)064 ' 

X A< " • ■ ■ J§£ " Sandmeyer 
£J£ " ft ■ 0 

it tt£ • ■ 

tt &B ■ ■ Mb^ifei - in ft M# 

■ 

o 

£B ■ - MbSttfc \t%-m ■ ■ ■ 



[0062] 

{In Formula, X halogen (Similarity to earlier description) or 
to show amino, Y Formula (ii ) group " or Formula which is 
displayed with:- (L )<sut»a - (CH 2 ) <sub>b -CO- (M ) 
<sub>c - (CH 2 ) <sub>d -B (ii ) (In Formula, as for each 
signal description above and synonymy) (iii ) to show group 
whichis displayed with:- (L ) <sub>a - (CH 2 ) <sub>b 
-COOR 7 (iii ) (In Formula, as for L " a, b description above 
and being synonymous,as for R 7 hydrogen or lower alkyl 
(Similarity to earlier description)), as for G 'R 1 and R 2 
description above and synonymy. } 

[0063] 

First, you explain concerning cyanation. 

When X is halogen with above-mentioned formula, nitrile 
body is obtained with substitution reaction which uses metal 
cyanide compound. 

As metal cyanide compound, cuprous cyanide " potassium 
cyanide ■ sodium cyanide etc is used. 

1 and 3 -dimethyl -2- imidazolidinone 'N, N- 
dimethylformamide ■ N- methyl -2- pyrrolidone etc it uses 
reaction solvent. 

As for reaction temperature with room temperature- 
approximately 250 deg C, as for the reaction time with several 
hours-3-day period , with preferably approximately 80 - 230 
deg C, itis a several hours- 1 day. 

[0064] 

When X is amino, it converts to cyano with Sand meyer 
reaction. 

diazotization doing hydrochloric acid ■ sulfuric acid or other 
salt of amine of starting material with sodium nitrite, itmakes 
diazonium salt, it obtains nitrile body in this including the 
metal cyanide compound. 

As metal cyanide compound, it can use cuprous cyanide ■ 
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Mb it mtm • ■ • 

m- -tiff • ■ Mb' ■ ■ 't' ■ Mb' ■ 

■ ■ ■«« £1b- ■ • • f&<* ■ 
ffl • ■ -if 
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.*7fe a FH a ■ 
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■ ■ '»7 ■ ■ " o 

t)065 • 

ft <b ■ o - ■ KBB ■ ■ o 
-ft ft ft- 

« ■ »tt ■ *j* ■» ■ ■ ■ ■ 

(Organic Functional Group Preparations, III, 
Academic, Chaper 6 ■ ■ ■ ■ Leo Alig et. al., 
Journal of Medicinal Chemistry 1992, 
Vol.35(No.23), 4393-4407 "#fig) 0 

t)066 " 

ft ■ & • (* ■ " £ 

lb**! <b** ■ 

t -a*-^*] 

w BLZ ■ ■ 

a a a a ■■■■■■ jjpT ^ p> ■ ■ ■ ■ ■ ■ • ■ 

fcflHb** ■■■**«■ 

m • ■ ■ J;- o 

SJSJaS ■ *-)-10~+30 deg C ■ •S-fctifffl " 3S 
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Jf • • • **T~M " ' f*J8~15 ftffi ■ ■ 

o 

^ • f# * tt SIS' 

xmt 

■ m * mm 

m mt- • ■ • 

■ ■ MbSMb** 

"N "JsJ- ■■■■■■■■■■■■■■■■ 

■ ■ • ■ to * ■ 



potassium cyanide ' sodium cyanide etc desirably, but you 
can use also complex of potassium cyanide and nickel 
cyanide ■ nickel sulfate ' nickel chloride etc. 

reaction solvent water is desirable, but according to need 
tetrahydrofuran " dioxane ■ ethanol etc it is possible touse 
for water and simultaneous. 

In order to prevent occurrence of hydrogen cyanide, before 
adding the metal cyanide compound, it neutralizes with 
sodium carbonate, uses sodium carbonate buffer of metal 
cyanide compound. 

As for reaction temperature with room temperature or less * 
preferably under ice cooling , as for reaction time they 
areapproximately 0.5 - 5 hours. 

finally approximately 0.5-1 hour heating with approximately 
40 -60 deg C, ends reaction. 

[0065] 

Next, you explain concerning amidino conversion. 

It does this it is possible according to known method 
whichpasses imidate body or thio carbamoyl body, (organic 
Functional Group Preparations, III, Acade mic, Cha per 6 " 
or Leo Al ig et. al., Journal of Medicinal Chemistry (0022 - 
2623, JMCMAR ) 1992, Vol.35 (No.23 ), you refer to 4,393 
-4407). 

[0066] 

With method which passes imidate body, in nitrile body, the 
imidate body is obtained under existing of hydrogen 
chloride ■ hydrogen bromide or other hydrogen halide, 
methanol ' ethanol 1 propanol ■ butanol or other alcohol of 
the equivalent-large excess by reacting. 

Making use of according to need diethyl ether or other 
aliphatic ether ■ chloroform ' methylene chloride or other 
halogenated hydrocarbon ■ benzene or other aprotic solvent it 
is good. 

As for reaction temperature approximately - 10 - with + 30 
deg C, as for the reaction time it is a several hours~2 day. 

With preferably under ice cooling-room temperature, they are 
approximately 8-15 hours. 

amidine body is obtained by ammonia reacting to imidate 
bodywhich is acquired next. 

As solvent, methanol ■ ethanol ■ propanol or other alcohol " 
diethyl ether or other aliphatic ether ' chloroform * 
methylene chloride or other halogenated hydrocarbon ■ 
benzene or other aprotic solvent and N, N- 
di methyl formamide • dimethyl sulfoxide etc are used. 
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■0067 " 

(*■ J£ ■ & 

N,N- 

*i" ■ 

+ -sjs <* 

-i Br B i ■» ■ ■ ■ sa ■ n 10-20 vsm ■ ■ 



«■ -ft -ft 



-- ■ 



■J5JS ■ ' " o 

SJfcSJt ■ » 50-100 deg C "£J£ RID ■ 
0.5-10 B^FbI ■ ■ ■ o 

ffeiSt 

m uwtt-ac 

■ 

■ n ■ ■ ■ ■ 



"N,N- 



» 
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n~io vsm ■ ■ ■ . 

■0068 " 

*a b 



■ft ■ a' • «ii ■ *i- • • - j; a ■ 



■0069 ■ 
• <t23 



It is desirable ammonium chloride to coexist to reaction with 
this ammonia. 

As for reaction temperature approximately - 10 - with + 100 
deg C, as for the reaction time it is a several hours~2 0 hour. 

In preferably methanol " ethanol or propanol solvent, it does 
with reaction of approximately 50 -80 deg C ■ several hours. 

[0067] 

With method which passes thio carbamoyl body, in nitrile 
body, the pyridine ' triethylamine *N, N- dime thy lformamide 
or other solvent ■ or in mixed solvent of these, hydrogen 
sulfide reacting, you obtain the thio carbamoyl body. 

As for reaction temperature as for under ice cooling-room 
temperature ■ reaction time they are approximately 10-20 
hour with approximately 5 hours- 1 day " preferably room 
temperature. 

Next, in thio carbamoyl body which is acquired, in acetone • 
dioxane ' tetrahydrofuran or other solvent, iodide methyl " 
ethyl bromide or other alky! halide itreacts. 

As for reaction temperature as for approximately 50- 100 deg 
C " reaction time they areapproximately 0.5 - 10 hours. 

Isolating intermediate which is acquired here, or without 
isolating, the ammonia ' or ammonium acetate " ammonium 
chloride or other ammonia derivative reacting, you obtain 
amidine body. 

As solvent, methanol ■ ethanol ' propanol or other alcohol ' 
N, N- di methyl formamide etc is used. 

In preferably methanol or ethanol solvent, it does with 
reaction with ammonium acetate. 

As for reaction temperature as for approximately 50- 100 deg 
C " reaction time it is a several hours- 10 hours. 

[0068] 

method b 

This is method which converts optionally protected amino of 
A&apos; to guanidino of A. 

[0069] 

[Chemical Formula 23] 
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NH 

1,M ' 



R 1 




C 



•0070' 



■ G "Y "R 1 ■ J: R 2 ■ ffrfB<t|5l8o ■ 



■0071 ' 

gnat- jftfi&n • • $o nt 



t)072 ' 



• ■ ■ ■ »»• ffl * " ■ • ' * " " 

■ ■ J&< • ■ (T. Nakayama et al., Chem. 
Pharm. Bull. Vol.41(l), 117-125 (1993)' * ■ ■ 
A. E. Miller et. al., Synthesis 1986, 777-779 ■ 
#B8) o 

m - • •«» •■••<*• &m • « • 

sis # » • » 



5l£S£ ■ m 60-80 deg C •£lCB$m • arm 
~1 BW ■ 

t)073 ■ 

±E»»5£ 

flftfsll II it ■ <fc 

■ff ■ ■, 

t)074 " 
£fi£;£2 
•0075 ■ 
■ -tb24 • 



[0070] 

{In Formula, E' to show protecting group (Similarity to 
earlier description) of amino, as for the G 'Y "R 1 and R 2 
description above and synonymy. } 

[0071] 

First, as though it is an earlier description, it does deprotection 
of amino protecting group, with conventional method it is 
possible . 

[0072] 

As for converts to following guanidino, is possible making 
useof cyanamide " formamidine sulfinic acid or amino imino 
methane sulfonic acid etc, according to known method, (T. 
Nakayama et al., Chemical & Pharmaceutical Bulletin (0009 - 
2363, CPBTAL ) Vol.41 (1), 1 17 - 125 (1993), or A. E. Miller 
et. al., Synthesis (0039 - 7881, SYNTBF ) you refer 
tol,986,777-779). 

cyanamide reacting to hydrochloric acid ' sulfuric acid or 
other salt of amine of for example starting material, when 
youobtain guanidino body, it uses methanol ' ethanol or other 
alcohol as solvent. 

As for reaction temperature as for approximately 60 - 80 deg 
C ' reaction time it is a several hours- 1 day. 

[0073] 

In above-mentioned manufacturing method, it does 
esterification of protection and the deprotection * carboxylic 
acid of amino group and hydrolysis of ester, with according to 
need conventional method it ispossible . 

[0074] 

synthetic method 2 
[0075] 

[Chemical Formula 24] 
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^-L-H + HO0C-(CH 2 ) A -B 
K 1 ^ C (V) 




L-CO-(CH 2 ) d -B 



L-CO-(CH 2 )*-B 



t)076 1 

"A "A' "B 'G "L "R 1 "R 2 'd - UEtS 

«) 

2 ■ ■ 3^1) ■ ' ' "(a=l "b=c=0 "d • 
0)"fc£ft(lc)'£tf' ■ " "*PJ" ' 

■ ■ 1 SUlc) " ' " ■ d=0 ■ t " "B tf : ■ 

t)077 " 
• -(125 • 



R< R 3 




TO78 ■ 

(3+ -m " 0 "R 3 "R 6 "D B m " cfc n ■ Mit 
H*)' " " ' 

t)079 ■ 

" i\26 m 



(la) 

[0076] 

(In Formula, as for A ■ A&apos; "B "G "L "R l "R 2 "d 

description above and synonymy) 

This synthetic method 2 is profitable in order to synthesize 
compound (Ic ) of (a=l *b=c=0 "d^O )in Formula (I ). 

In addition in especially type (Ic ) {At time of d=0, B 
formula: } 

[0077] 

[Chemical Formula 25] 

(4) 



[0078] 

(In Formula, as for m 0, as for R 3 "R 6 "D 1 m and n 
description above and synonymy) Or 

[0079] 

[Chemical Formula 26] 
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[0080] 

(In Formula, as for m=0 'R 3 'R 4 *R 6 "D ' m and n 
description above and synonymy) 

So it is profitable in order to synthesize compound of group ' 
which is displayed. 

Synthesis reacts compound which is displayed with Formula 
(IV ) and carboxylic acid which is displayed with Formula 
(V ) or reactive derivative . 

input amount ' reaction solvent ■ reaction temperature ■ 
reaction time or other reaction condition in above-mentioned 
reacting corresponds to synthetic method 1 . 

In addition, also conversion etc to A corresponds to synthetic 
method 1 from A&apos;. 

[0081] 

synthetic method 3 
[0082] 

[Chemical Formula 27] 
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(L).-(CHi)i-C0-OD«-(CHi)i-X + HB 
(VI) (VII) 





(L).-(CH 2 ),-CO-(M)c-(CH 2 )d-B 




I 7t-a).-(CH,)»-C0-OD.-(CHt) 4 -B (I) 



■0083 " 

(xt + 'X 7F ■ -A 'A' 'B "G -L 

R 1 -R 2 "a -b 'c ' J: d ' fItStPIS) 

•0084 - 

*£/£;£(3) ■ " ^1) U ■ 0 "B « : 



•0085 ■ 
■ i\2S ' 

I 

-00 . 




[0083] 

(In Formula, X to show halogen, as for A ' A&apos; m B m G 
L 'R 1 "R 2 ' a, b, c and the d description above and 
synonymy) 

[0084] 

As for this synthetic method (3), in Formula (I ), {d^0 "B 
formula: } 

[0085] 

[Chemical Formula 28] 



(4) 



(D). 



•0086 ■ 

"m " 1 -R 3 "R 6 'D ' <fc n • mZtft 



[0086] 

(In Formula, as for m 1, as for R 3 "R 6 "D and n description 
above andsynonymy) 
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• 1129 ' 




(D), 



(5) 



[0087] 

[Chemical Formula 29] 



D088 * 

•0089 ■ 
■ 020 • 



-al) 



[0088] 

(In Formula, as for each signal description above and 
synonymy) 

[0089] 

[Chemical Formula 30] 



(6) 



(D)n 

t)090 ■ 

(SC+ "m " 1 -R 3 "R 4 'R 6 -D " cfc n " MB 

tl^S)" ■ ■ ■ 

"0091 ■ 

■ itoi • 

R 5 

-N x N -CCH 2 ) f -C00R 5 



[0090] 

(In Formula, as for m 1, as for R 3 "R 4 "R 6 "Dandn 
description above andsynonymy) Or 

[0091] 

[Chemical Formula 31] 



(7) 



t)092 • 

1b^^ ■ ■ ■ • ^1 ■ ■ ■ o 

$m - sc(vi) ■ a ■ *t ■ ■ ■ Mt^tta 

(vii) ■ S ■ *Hb^«t KJ6 ■ ■ ■ o 



■Jt ■ ■ ■ "*l ■ ffe* ■ 1.1-3 fSffl ■ " o 
t)093 ' 



[0092] 

It is profitable in order to synthesize compound of group ■ 
whichis displayed with (In Formula, as for each signal 
description above and synonymy). 

Synthesis reacts halogen compound which is displayed with 
Formula (VI ) and compound which is displayed with 
Formula (VII ). 

input amount of both, it is possible to be a equimole usually, 
but the according to need any 1.1 - 3 times of other it uses. 

[0093] 
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As reaction solvent, making use of N, N- 
di methyl formamide 'N, N- dimethyl acetamide ■ dimethyl 
sulfoxide ' pyridine " tetrahydrofuran ■ dioxane " 
benzene ■ ethylacetate ' dimethoxye thane etc, in addition, 
triethylamine ' pyridine " picoline ' sodium hydrogen 
carbonate etcit is desirable as trapping agent of hydrogen 
halide, to exist. 

reaction temperature is done with 0 - 150 deg C " preferably 
ambient temperature- 100 deg C. 

In addition reaction time is done within several hours-3-day 
period " preferably one day. 

In addition, conversion etc to A corresponds to synthetic 
method 1 from A&apos;. 

[0094] 

synthetic method 4 
[0095] 

[Chemical Formula 32] 



+ X-(CH.) b -C0-OD.-(CHi)--B 
(VIII) 



A' 




/J 
C 



L-(CH s ) b -CO-(»0«-(CH«)*-B 




R 1 



C 



L-(CH J ) b -C0-(H)c-(CH2) d -B 



(lb) 



t)096 • 

(S£+ "X • * " 



[0096] 

(In Formula, X to show halogen, as for remaining each signal 
description above and synonymy) 
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This synthetic method (4) is profitable in order to synthesize 
compound of (a^0 "b^0 )in Formula (I ). 

[0097] 

Synthesis reacts halogen compound which is displayed with 
Formula (VIII ) and compound which is displayed with 
Formula (IV). 

input amount ■ reaction solvent ■ reaction temperature ■ 
reaction time or other reaction condition in above-mentioned 
reacting corresponds to synthetic method 3. 

In addition, conversion etc to A corresponds to synthetic 
method 1 from A&apos;. 

[0098] 

When L or M of General Formula (I ) displaying -NR 6 
-introduction to nitrogen of lower alkyl or aralkyl which R 6 
displays, compound of starting material (III ) or with step of 
compound (IV ),with step of product which in addition 
condenses these, doesthese in accordance with conventional 
method it is possible . 

When in for example condensation product -CONH- '-NHC 
O- converting to -CONR 6 - '-NR 6 CO-, under existing of the 
sodium hydride or potassium hydride or other base, 
halogenated lower alkyl or halogenation aralkyl can be done 
by factthat it reacts. 

[0099] 

exemplary compound which is synthesized with 
above-mentioned synthetic method l~4 is shownbelow, but it 
is not something which is limited in these. 

[0100] 

You can list those below as compound which is synthesized 
with the synthetic method 1 . 

compound (1) 2 -amidino-6- {{(4 -carboxy cyclohexyl ) 
amino carbonyl } methoxy } naphthalene 

compound (2) 2 -amidino-6- {{(4 -methoxycarbonyl 
cyclohexyl ) amino carbonyl } methoxy } naphthalene 



<b£«5(3)2-(N-t- 



•)-6- 



r 



it £*a(4)2- ' " ■ "-6- " N-(4- 



compound (3) 2 - (N- t-butoxycarbonyl amidino ) - 6 - {{(4 
-carboxy cyclohexyl ) amino carbonyl } methoxy } 
naphthalene 

compound (4) 2 -amidino-6- { {N- (4 -carboxy cyclohexyl ) 
-N- methylamino carbonyl } methoxy } naphthalene 



lb 1^(5)2- ■ • ' '-6- ■ (4- 



compound (5) 2 -amidino-6- {{(4 -carboxy piperidino ) 
carbonyl } methoxy } naphthalene 

compound (6) 2 - (N- benzyloxycarbonyl amidino ) - 6 - {{(4 
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<b£«8(12)2-(N- 
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<b£*5(13)2- ' " " '-6- " (4- 
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-methoxycarbonyl piperidino ) carbonyl } methoxy } 
naphthalene 

compound (7) 2 -amidino-5-benzoyl-6- {{(4 -carboxy 
cyclohexyl ) amino carbonyl } methoxy } naphthalene 

compound (8) 2 -amidino-6- {{(4 -carboxymethyl piperidino ) 
carbonyl } methoxy } naphthalene compound (9) 2 
-amidino-6- {{(4 -methoxycarbonyl methyl piperidino ) 
carbonyl } methoxy } naphthalene 

compound (10) 2 -amidino-5- {{(4 -carboxymethyl 
piperidino ) carbonyl } methoxy } naphthalene 

compound (11)2 -amidino-6- {{(4 -carboxymethyl 
piperazino ) carbonyl } methoxy } naphthalene 

compound (12) 2 - (N- benzyloxycarbonyl amidino ) - 6 - 
{{(4 -methoxycarbonyl methyl piperazino ) carbonyl } 
methoxy } naphthalene 

compound (13) 2 -amidino-6- {{(4 -methoxycarbonyl methyl 
piperazino ) carbonyl } methoxy } naphthalene 



*ba«(14)2- ' ' ' '-6- - 4K2- 
') 

4bfttt(15)2- ' * ' '-6- ■ t-(2- 

- ■ ■ ■) 



compound (14) 2 -amidino-6- {{4 - (2 -carboxy ethyl ) 
cyclohexyl } amino carbonyl } naphthalene 

compound (15) 2 -amidino-6- {{4 - (2 -ethoxy carbonyl 
ethyl ) cyclohexyl } amino carbonyl } naphthalene 



lb£^(16)2- 



') 



-.6- -N- -4-(2- 



<b£tt(17)2- ' " " "-6- t4- 

-) fc£ 

1&(18)2- ■ " " "-6- " 4"-(3- ) 

• ' " ■ " 1t^(I9)2- 



compound (16) 2 -amidino-6- {N- {4 - (2 -carboxy ethyl ) 
cyclohexyl } -N- methylamino carbonyl } naphthalene 

compound (17) 2 -amidino-6- {(4 -carboxymethyl 
cyclohexyl ) amino carbonyl } naphthalene compound (18) 2 
-amidino-6- {{4 - (3 -carboxy propyl ) piperidino } carbonyl } 
naphthalene compound (19) 2 -amidino-6- {{4 - (carboxy 
methoxy ) piperidino } carbonyl } naphthalene 



fb£ftl(20)2- ' ' ■ '-6- '4-(2- 

fc£«8(21)2- ■ ■ ' "-6- *H ) 

it £ ft (22)2- ■ ■ ». '-6- -4-( 
' )-N- 



<b£<$l(23)2-- ■■ '-6- -3,4-' '( 



<b£-*&l(24)2- • '-6- -3,4-' "( 
• ■ ")-N- 



<b£%(25)2-" --6-3,4-' '(t- 
)N 



compound (20) 2 -amidino-6- {4 - (2 -carboxy ethyl ) anilino 
carbonyl } naphthalene 

compound (21)2 -amidino-6- {4 - (carboxy methoxy ) anilino 
carbonyl } naphthalene 

compound (22) 2 -amidino-6- {4 - (carboxy methoxy ) -N- 
methyl anilino carbonyl } naphthalene 

compound (23) 2 -amidino-6- {3 and 4 -bis (carboxy 
methoxy ) anilino carbonyl } naphthalene 

compound (24) 2 -amidino-6- {3 and 4 -bis (carboxy 
methoxy ) -N- methyl anilino carbonyl } naphthalene 

compound (25) 2 -amidino-6- {3 and 4 -bis (t-butoxycarbonyl 
methoxy ) -N- methyl anilino carbonyl } naphthalene 
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lb£$£)(26)2- " ' ■ "-6- -3,4- • "(t- 
) 

it £^(27)2- ■ - ■ '-6- "4-(t- 
) 

lb£!fel(28)2-(N- 
" ")-6-H-( - -) 



methoxy ) -N- methyl anilino carbonyl } naphthalene 

compound (26) 2 -amidino-6- {3 and 4 -bis (t-butoxycarbonyl 
methoxy ) anilino carbonyl } naphthalene 

compound (27) 2 -amidino-6- {4 - (t-butoxycarbonyl 
methoxy ) anilino carbonyl } naphthalene 

compound (28) 2 - (N- benzyloxycarbonyl amidino ) - 6 - {4 - 
(carboxy methoxy ) anilino carbonyl } naphthalene 



lb£fe(29) 



-6- {4- 



compound (29) trans -2- amidino-6- {(4 -carboxy methoxy 
cyclohexyl ) amino carbonyl } naphthalene 



<t£4$3(30) • • ■ *-2- " " " '-6- {4-t- 

V mm 



1b£tt(31)2- " ■ ■ "-6- '4-(2- 
<b*«(32)2- ■ " " "-6- ■ 



ft*!fc(33)2- ■ • ' '-6- " (4- ' 



■ a ■ ■ ■ ■ 



) 

lb£fe)(34)2- ■ ' ' '-6- " (4-t- 
) ■ ■ ■ ■ 



compound (30) trans -2- amidino-6- {(4 -t-butoxycarbonyl 
methoxy cyclohexyl ) amino carbonyl } naphthalene 

compound (31)2 -amidino-6- {4 - (2 -carboxy ethyl ) 
phenoxy carbonyl } naphthalene 

compound (32) 2 -amidino-6- {4 - (carboxy methoxy ) 
phenoxy carbonyl } naphthalene 

compound (33) 2 -amidino-6- {{(4 -carboxy methoxy 
piper id ino ) carbonyl } methyl } naphthalene 

compound (34) 2 -amidino-6- {{(4 -t-butoxycarbonyl 
methoxy piperidino ) carbonyl } methyl } naphthalene 



1b£^(35)2-(N- 
• ")-6- " 4"-( 

1b^(36)2- ' " ' '-6- " (*- ' 
••"■•) it£ 

*(37)2- ' ■ " '-6- ' (4- 
■ " ' ") 

fc£&(38)2- * ' " '-6- ' (4-t- 
) 



compound (35) 2 - (N- benzyloxycarbonyl amidino ) - 6 - {{4 
- (carboxy methoxy piperidino ) carbonyl } methyl } 
naphthalene 

compound (36) 2 -amidino-6- {{(4 -carboxymethyl 
piperidino ) carbonyl } methyl } naphthalene compound (37) 
2 -amidino-6- {{(4 -carboxymethyl cyclohexyl ) amino 
carbonyl } methyl } naphthalene 

compound (38) 2 -amidino-6- {{(4 -t-butoxycarbonyl methyl 
cyclohexyl ) amino carbonyl } methyl } naphthalene 



it £«3(39)2- • " ' --6- ' (4- ' 



lb£!fei(40)2- " "-6- " (4- ' 



compound (39) 2 -amidino-6- {{(4 -carboxy cyclohexyl ) 
amino carbonyl } methyl } naphthalene 

compound (40) 2 -amidino-6- {{(4 -methoxy carbonyl 
cyclohexyl ) amino carbonyl } methyl } naphthalene 



lb£^(41)2- ' " - "-6- ' (4- 
) 



compound (41)2 -amidino-6- {{(4 -carboxy cyclohexyl 
methyl ) amino carbonyl } methyl } naphthalene 



it £^(42)2- ' ■ ■ --6- -2- t4- 
) 

<b£!$)(43)2- ' ' ■ --6- -2- {4- 



compound (42) 2 -amidino-6- {2 - {(4 -carboxy cyclohexyl ) 
amino carbonyl } ethyl } naphthalene 

compound (43) 2 -amidino-6- {2 - {(4 -carboxymethyl 
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V 



■_6- 1- \4- 



■ • •) 

1b£1ft(45)2- " • ■ --6- -3- 1(4- 

■ • ■) 

(46)2- ' " ' '-6- 1- %4- • * " 

^£1^(47)2- " (4- 



a a a 



■-6- 



piperidino ) carbonyl } ethyl } naphthalene 

compound (44) 2 -amidino-6- {2 - {(4 -carboxy piperidino ) 
carbonyl } ethyl } naphthalene 

compound (45) 2 -amidino-6- {3 - {(4 -carboxy piperidino ) 
carbonyl } propyl } naphthalene compound (46) 2 
-amidino-6- {2 - {(4 -carboxy methyl piperazino ) carbonyl } 
ethyl } naphthalene 

compound (47) 2 - {{(4 -carboxy cyclohexyl ) amino 
carbonyl } methoxy } - 6 -guanidino naphthalene 



^^^(48)2- '4-( 
- - ■ - -6- • " 



lb£^(49)2- 3,4- " •( 

-6- 

(50)2-(2- ")-6- "4-( * 

ib£^(51)2-(2- -)-6-^4-- ■(■ 



lb£1$D(52)2-(2- 

■ ■ ■ ■ 


a a a a 


■ - )-6- ■ (4- ■ • " ■ 


lb£ft(53) ' • 
)' " 

■ ■ ■ ■ 


• --6- " 


■ ■ '.2- • <f-(2- • ■ ' 


lb£tft(54)" ' 


• "-6- " ' 

v ■ ■ 


• ■ ».2- ■ <P-(2- • • • • 


lb£tft(55) ■ ■ 


- -_7- ■ 


■ ■ --2- ■ 4'-(2- " " " 


lb£fe(56) ■ ■ ' 


■ ■.'7. ■ 1 


■ ■ --2- ■ 4--(2- ■ ■ ■ ■ 



lb£»(57)6- ■ ' 


■ :2- %-( 




lb£tft(58)7- ' ' 


■ -.2- ^-( 


■■ ■ ■ ^ 


it * 1ft (59)6- ' * 
*) 


• '-2- "4-(2- " ' " 


■ • a ■ 








•) 






1b£^(61)7- " • 


' '-2- "4-(2- " ' " 


■ ■ a a 








£1^(62)6- ■ ' 







compound (48) 2 - {4 - (carboxy methoxy ) anilino carbonyl } 
- 6 -guanidino naphthalene 

compound (49) 2 - {3 and 4 -bis (carboxy methoxy ) anilino 
carbonyl } - 6 -guanidino naphthalene compound (50) 2 - (2 
-aminoethyl ) - 6 - {4 - (carboxy methoxy ) anilino carbonyl } 
naphthalene 

compound (5 1) 2 - (2 -aminoethyl ) - 6 - {3 and 4 -bis 
(carboxy methoxy ) anilino carbonyl } naphthalene 

compound (52) 2 - (2 -aminoethyl ) - 6 - { {(4 -carboxy 
cyclohexyl ) amino carbonyl } methoxy } naphthalene 

compound (53) trans-6-amidino -2- {{4 - (2 -carboxy ethyl ) 
cyclohexyl } amino carbonyl } quinoline 

compound (54) trans-6-amidino -2- {{4 - (2 -ethoxy carbonyl 
ethyl ) cyclohexyl } amino carbonyl } quinoline 

compound (55) trans-7-amidino -2- { {4 - (2 -carboxy ethyl ) 
cyclohexyl } amino carbonyl } quinoline 

compound (56) trans-7-amidino -2- { {4 - (2 -ethoxy carbonyl 
ethyl ) cyclohexyl } amino carbonyl } quinoline 

compound (57) 6 -amidino -2- {4 - (carboxy methoxy ) 
anilino carbonyl } quinoline 

compound (58) 7 -amidino -2- {4 - (carboxy methoxy ) 
anilino carbonyl } quinoline 

compound (59) 6 -amidino -2- {4 - (2 -carboxy ethyl ) 
phenoxy carbonyl } quinoline 

compound (60) 6 -amidino -2- {4 - (2 -carboxy ethyl ) anilino 
carbonyl } quinoline 

compound (61)7 -amidino -2- {4 - (2 -carboxy ethyl ) anilino 
carbonyl } quinoline 

compound (62) 6 -amidino -2- {3 and 4 -bis (carboxy 
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ft**(63) ■ ■ ■ "-6- " • ■ '-2- t4- 



ft a*(64) ■ ' ■ *-6- ' ' ■ '-2- {4-t- 

1 



ft**(65) ■ • ■ --7- ' ■ ' '-2- {4- 
J 



ft**(66) ' * ' • ' m *-2- {4-t- 

r ■ 



■0101 ■ 

sm* 2 *lft**£ • ■ -kit • 

ft**(67)2- • ' ■ '-6- 1-( ) 



it **(68)2- ' ■ ' "-6- "4-( 



it ** (69)2- " ■ ' '-6- '4-(t- 

) ft** 

(70)2- " ■ ' "-6- *-( 

■■■ ■) 

ft**(71)2-(N- 
* )"6 M ) 



ft**(72)2-' •-6-S.4-' ■( 1 

ft**(73)2- ' ' * '-5- ' ' ' -6- -4-( ■ ■ • ■ 

) ft** 

(74)2- ' ' ' '-6- "4-( ) ' ' " 



ft**(75)2-' ■• --6-"4-( ) 
• • ■ ' "-N- ft-** 

(76)2-' • ' '-6- ■*»-( ) 
■ ■ " ' --N- 

ft**(77)2- ' ■ ' "-6- "4-(t- 
) ■ ■ • -N- 



ft**(78)2- ■ ■ • '-6- "4-( ) 
■ ■ ■ ■ --N- 

ft**(79)2- ■ ■ ' --6- -4-( 
■■)■■ -N -- ■ ■ • 
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methoxy ) anilino carbonyl } quinoline 

compound (63) trans-6-amidino -2- {(4 -carboxy methoxy 
cyclohexyl ) amino carbonyl } quinoline 

compound (64) trans-6-amidino -2- {(4 -t-butoxycarbonyl 
methoxy cyclohexyl ) amino carbonyl } quinoline 

compound (65) trans-7-amidino -2- {(4 -carboxy methoxy 
cyclohexyl ) amino carbonyl } quinoline 

compound (66) trans-7-amidino -2- {(4 -t-butoxycarbonyl 
methoxy cyclohexyl ) amino carbonyl } quinoline 

[0101] 

You can list those below as compound which is synthesized 
with the synthetic method 2. 

compound (67) 2 -amidino-6- {4 - (carboxy methoxy ) 
benzoyl oxy} naphthalene 

compound (68) 2 -amidino-6- {4 - (methoxycarbonyl 
methoxy ) benzoyl oxy} naphthalene 

compound (69) 2 -amidino-6- {4 - (t-butoxycarbonyl 
methoxy ) benzoyl oxy} naphthalene compound (70) 2 
-amidino-6- {4 - (benzyloxycarbonyl methoxy ) benzoyl oxy} 
naphthalene 

compound (71) 2 - (N- benzyloxycarbonyl amidino ) - 6 - {4 - 
(carboxy methoxy ) benzoyl oxy} naphthalene 

compound (72) 2 -amidino-6- {3 and 4 -bis (carboxy 
methoxy ) benzoyl oxy} naphthalene 

compound (73) 2 -amidino-5-bromo-6- {4 - (carboxy 
methoxy ) benzoyl oxy} naphthalene compound (74) 2 
-amidino-6- {4 - (carboxy methoxy ) benzoyl amino } 
naphthalene 

compound (75) 2 -amidino-6- {4 - (carboxy methoxy ) 
benzoyl-N- methylamino } naphthalene compound (76) 2 
-amidino-6- {4 - (methoxycarbonyl methoxy ) benzoyl-N- 
methylamino } naphthalene 

compound (77) 2 -amidino-6- {4 - (t-butoxycarbonyl 
methoxy ) benzoyl-N- methylamino } naphthalene 

compound (78) 2 -amidino-6- {4 - (carboxy methoxy ) 
benzoyl-N- benzyiamino } naphthalene 

compound (79) 2 -amidino-6- {4 - (methoxycarbonyl 
methoxy ) benzoyl-N- benzyiamino } naphthalene 
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fls£*J(80)2- " ' " "-6- "4-( 
1b£$&J(81)2- ■ ' " '-6- '4-(t- 

) <itsm 

(82)2- ' ■ ' '-6- 

te£!$j(83)2-(N- 
" ")-6-'4-( ) 



compound (80) 2 -amidino-6- {4 - (methoxycarbonyl 
methoxy ) benzoyl amino } naphthalene 

compound (81) 2 -amidino-6- {4 - (t-butoxycarbonyl 
methoxy ) benzoyl amino } naphthalene compound (82) 2 
-amidino-6- {4 - (benzyloxycarbonyl methoxy ) benzoyl 
amino } naphthalene 

compound (83) 2 - (N- benzyloxycarbonyl amidino ) - 6 - {4 - 
(carboxy methoxy ) benzoyl amino } naphthalene 



fc**(84)2-(N-t- 
•)-6- "4-( 



compound (84) 2 - (N- t-butoxycarbonyl amidino ) - 6 - {4 - 
(carboxy methoxy ) benzoyl amino } naphthalene 



<b£%(85)2- ' ' ■ --6- "4-(2- 

lb£tt(86)2- " • " "-5- ■ " ' -6- "4-( " " ' ' 

) Ifr&tt 

(87)2- ' " ■ "-5- 1 " ' " '-6- 



<fc£4$D(88)2- ' ' ■ '-6- n-( 
"5- ■ ' ' ■ 



1b£fe(89)2- ■ ■ " "-6- 3,4- ' "( 



lb£1$3(90)2- ' --6-3,4-- "(• 
■■■)■■"■ --N- 

fc£«H(91)2- ■ ■ ■ --6- -3,4- ' -(t- • 
) " " " ' -N- " 



') 



compound (85) 2 -amidino-6- {4 - (2 -carboxy ethyl ) benzoyl 
amino } naphthalene 

compound (86) 2 -amidino-5-bromo-6- {4 - (carboxy 
methoxy ) benzoyl amino } naphthalene compound (87) 2 
-amidino-5-benzoyl-6- {4 - (carboxy methoxy ) benzoyl 
amino } naphthalene 

compound (88) 2 -amidino-6- {4 - (carboxy methoxy ) 
benzoyl amino } - 5 -hexanoyl naphthalene 

compound (89) 2 -amidino-6- {3 and 4 -bis (carboxy 
methoxy ) benzoyl amino } naphthalene 

compound (90) 2 -amidino-6- {3 and 4 -bis (carboxy 
methoxy ) benzoyl-N- methylamino } naphthalene 

compound (91)2 -amidino-6- {3 and 4 -bis (t-butoxycarbonyl 
methoxy ) benzoyl-N- methylamino } naphthalene 



fc£«3(92)2- " ' " '-6- -3,4- ■ ■( 
) 



1b£ft(93)2- " ' ' --6- 3,4- ' 
) 

1b£fe(94)2-(N- 
" ')-6-3,4-- '( 



"(t-> 



compound (92) 2 -amidino-6- {3 and 4 -bis (methoxycarbonyl 
methoxy ) benzoyl amino } naphthalene 

compound (93) 2 -amidino-6- {3 and 4 -bis (t-butoxycarbonyl 
methoxy ) benzoyl amino } naphthalene 

compound (94) 2 - (N- benzyloxycarbonyl amidino ) - 6 - {3 
and 4 -bis (carboxy methoxy ) benzoyl amino } naphthalene 



lb £1*1(95)2- ' " " --6- -4-( 

<b£fe(96)2- 
• ■ • -6- 



<b£^(97)2- n-( 1 

■ ■ • .-6- ■ ■ • ■ 



<b£^(98)2- 3,4- • '( 
"6- ' ■ ■ ■ 



compound (95) 2 -amidino-6- {4 - (carboxy methyl amino) 
benzoyl amino } naphthalene 

compound (96) 2 - {4 - (carboxy methoxy ) benzoyl oxy} - 6 
-guanidino naphthalene 

compound (97) 2 - {4 - (carboxy methoxy ) benzoyl amino } - 
6 -guanidino naphthalene 

compound (98) 2 - {3 and 4 -bis (carboxy methoxy ) benzoyl 
amino } - 6 -guanidino naphthalene 
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fc**(99)2-(2- ")-6- -4-( 



•••')■• 

(100)2-(2- ■ • ' 
... . } . . . 

fls£*(10l)2- 1 



1-6- -3,4-' •( 

■ ■ 86- *!-<• ' 
■ ') 

1b^^(102)2- =6- "4-( • ' 



■ ■ ■ 



<b£^(103)2-(2- 



•).6- "4-( ■ • ' 



U102 ■ 



3 ' ' tUtGfot " " "BIT ■ 
■ ■ ■ "tL 0 

it£ty( 104)2- * ■ ■ '-6- " (4- 
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compound (99) 2 - (2 -aminoethyl ) - 6 - {4 - (carboxy 
methoxy ) benzoyl amino } naphthalene compound (100) 2 - 
(2 -aminoethyl ) - 6 - {3 and 4 -bis (carboxy methoxy ) 
benzoyl amino } naphthalene 

compound (101)2 -aminomethyl-6- {4 - (carboxy methoxy ) 
benzoyl oxy} naphthalene 

compound (102) 2 -aminomethyl-6- {4 - (carboxy methoxy ) 
benzoyl amino } naphthalene 

compound (103) 2 - (2 -aminoethyl ) - 6 - {4 - (carboxy 
methoxy ) benzoyl oxy} naphthalene 

[0102] 

You can list those below as compound which is synthesized 
with the synthetic method 3. 

compound (104) 2 -amidino-6- {{(4 -carboxy cyclohexyl ) 
aminomethyl } carbonyl amino } naphthalene 



fc*tt(105)2- ' ■ ' "-6- {4- 
J 

■0103 ■ 

*Jg]fc 4 ■ #J£ ■ *L<b*tt£ ■ " "JUT " 
• - MS - 

4b£^(106)2- ' ' ' '-6- ■ (4- ' ■ 



compound (105) 2 -amidino-6- {(4 -carboxymethyl piperidino 
methyl ) carbonyl amino } naphthalene 

Furthermore, it can acquire these compound even with 
synthetic method 2 . 

[0103] 

You can list those below as compound which is synthesized 
with the synthetic method 4. 

compound (106) 2 -amidino-6- {{(4 -carboxy cyclohexyl ) 
amino carbonyl } methylamino } naphthalene 



<b£4$3(107)2- • " " "-6- ■ (4- * 
) 

lb£^(108)2- " ' " '-6- ' (4-t- 
)■ ■ ■ " 



compound (107) 2 -amidino-6- {{(4 -carboxymethyl 
piperidino ) carbonyl } methylamino } naphthalene 

compound (108) 2 -amidino-6- {{(4 -t-butoxycarbonyl methyl 
piperidino ) carbonyl } methylamino } naphthalene 



■0104 ■ 

• it^Vn (i) ■ ■ ft*a 

■ »»«»^a ■« ■ ■ -sis -tttu 

HJtfs 'Htta« • ?s -Jsass 



Furthermore, it can acquire these compound even with 
synthetic method 1 . 

[0104] 

It can recover compound (I ) of this invention which is 
synthesized in this way, by as needed administering separation 
and purification means 0 for example concentration, 
extractionand chromatography ■ reprecipitate ■ 
recrystallization or other means of public knowledge as those 
of purity of option. 

In addition, it can synthesize also salt which can be allowed in 
pharmacological of this said compound (I ), with known 
method . 
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"0105 ' 

*Ht*lto • ■«•«•»■*■ ■ ■ -t 

HttSt(I)' " ' •GA<^(=CH-)'^" ' * - 
• -X ' JKttfcfttt • ftSfl • TIB • fi«X 

I § • m • o 



D106 ■ 
MB3 ■ 




CCF»S0 2 ) 2 0 



(1) 

Pd A£« 

s 

CH 2 =CH-SnBu, 




^CH=CH 2 



[0105] 

It can synthesize useful starting material compound in order 
to synthesize compound (I ) of the this invention, with various 
method . 

representative example of starting material compound of 
naphthalene type where G in General Formula (I ) shows 
carbon (=CH- ) is shown with below-mentioned reaction 
process. 

[0106] 

[Chemical Formula 33] 




•^OSOsCFa 



(2) 



(3) 



Wiit 




(4) 



IXH3SOCH2SCH3 X 




^CH 2 C00H 



(5) 



OiXfWk CN 
> 

2)->ry ft 




^CHiCOOR' 



(6) 




^ A CH 2 CO0H 



(7) 



■0107 ' 

'R' ' 4S& • m • "S'X 

7F ' o) 

■0108 ' 

1tft1fe(l)' ■fcfcttp)' -Stille ' 



[0107] 

(In Formula, as for R&apos; as for lower alkyl group "X 
halogen is shown. ) 

[0108] 

It converts to compound (3) from compound (1), passing by 
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£;£(J. Am. Chem. Soc. 1987, Vol. 109, 5478) ■ 



fc**J(3) ' fll**J(4) • • iHb ■ • • ■ 

(Russ. Chem.Rev. 1981, Vol. 50, 

636 ) * Lemieux-Johnson Kit (J. Org. Chem. 
1956, Vol. 21, 478; J. Am. Chem. Soc. 1986, 
Vol. 108,414911) ■ J: il<£ $8 
XMitM • m Mit(V Org. 
Chem. 1986, Vol. 51, 3247; J. Org. Chem. 1987, 
Vol. 52, 2875)11 M ' 'tl„ 



■ ' ' 't 

(Ogura ■ -Bull. Chem. Soc. Jpn. 1979, Vol. 52, 
2013 )'«Mb£fc (5)"»- -4< 



ft**(5) 

<*■ 1,3- ■ 

■ "]\J- ■ • "-2- " " * * " 

■ ■ ^ ■ %i&<P • ■ 

100-150 deg C m 
IS* • • ■ ■ o 



■ " ■ Mb M# 

■ --2- 
*N,N- 

■ ■ Mb»-ffl 



It 

(6)- 



■ ■ S « 

o 

•0109 " 




^CHO 




compound (2)in accordance with method (Journal of the 
American Chemical Society (0002 - 7863, JACSAT ) 1987, 
Vol. 109, 5478 ) of Stille and others, it ispossible . 

Usually, ' ' " lysis (Russ. Chemical Reviews 1981, Vol. 
50, 636 ), Lemieux-Johnson oxidation (Journal of Organic 
Chemistry (0022 - 3263, JOCEAH ) 1956, Vol. 21, 478; 
Journal of the American Chemical Society (0002 - 7863, 
JACSAT ) 1986, Vol. 108, 4149 etc) and it can use to 
oxidation to compound (4) of compound (3), ruthenium 
oxidation (Journal of Organic Chemistry (0022 - 3263, 
JOCEAH ) 1986, Vol. 51, 3247; Journal of Organic 
Chemistry (0022 - 3263, JOCEAH ) 1987, Vol. 52, 2875 ) etc 
which uses periodic acid acid sodium for cooxidation 
medicine. 

compound (5) can be acquired compound (4) after methyl 
methyl sulfinyl methyl sulfide andcondensation, with thing 
(Ogura and others and Bulletin of the Chemical Society of 
Japan (0009 - 2673, BCSJA ) 1979, Vol. 52, 2013 ) which 
acid hydrolysis is done. 

compound (5) esterification is done with conventional 
condition, ester which isacquired 1 and 3 -dimethyl -2- 
imidazolidinone " N- methyl -2- pyrrolidone 'N, N- 
dimethylformamide or other solvent among them, by fact that 
it reacts with cuprous cyanide and 100- 150 deg C can be 
induced to compound (6). 

When ester of compound (6) hydrolysis is done with 
conventional condition, the carboxylic acid (7) which 
corresponds can be acquired. 

[0109] 

[Chemical Formula 34] 



^CQOH 



(4) 



(8) 



1) xxrML 

2) i/TJjt 

3) Jn*jH* 



CN 




^COOH 



(9) 



■01 10 ■ 

(5t+ -X - MB<t|Hlg) 
Dill " 

<b£^(4) ■ it£U*) ' " Stit • 

•mm- » m *i -Ps- 



' ■ "SHt 



[0110] 

(In Formula, as for X description above and synonymy) 
[0111] 

If substrate it is not disassembled to oxidation to compound 
(8) of compound (4), by oxidant , you can use any oxidation 
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J? ■ • ■ 'Jones i&lb(J.Chem. Soc. 1953, 2548 
H) ■» ' ' " ' K cfc B1b(Organic 
Syntheses Col. Vol. II, 1943, 538 S?) ■ J: ffilg 

§11$ <* 6£ lb (Tetrahedron 1981, 

Vol. 37, 2091 %f)t><m ' m tlo 

(9)- 



1b£#l(8) ■ 5fc 

0112 " 
■ fl35 ' 



(4) 

1) M&ma 

2) i/ryfb 
s) nam® 



WittigStSifclt 
Horner-Emmons Sit 



CN 



t 
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method. 




preferably ■ Jones oxidation (Journal of the Chemical Society 
(JCSIA ) 1953 and 2548 etc), with potassium permanganate 
oxidation (Organic Syntheses Co 1. Vol. II, 1943, 538 etc) and 
you can list oxidation (Tetrahedron (0040 - 4020, TETRAB ) 
1981, Vol. 37, 2091 etc) with chlorous acid sodium. 

compound (8) is led to with compound (9) by method which 
isexpressed before. 

[0112] 

[Chemical Formula 35] 



CH=CH-C00R' 



/J 



(10) 




^NlhVChVCOOH 



(11) 



"0113 " 

(xt+ ■ &eji -tne&Ntt) 

■01 14 ■ 

itsmw Mb£ft(io)- ■ -ant 

' Sklfr ' <£ Wittig SIS (Organic Reactions 
Vol. 14, 270) " ' " Horner-Emmons S ft 
(Organic Reactions Vol. 25, 73 ) ■ cMt ' ' ft 



[0113] 

(In Formula, as for each signal description above and 
synonymy) 

[0114] 

From compound (4) in conversion to compound (10), it is 
done with the conventional condition Wittig reaction (Organic 
Reactions Vol. 14, 270 ) or by Horner-Emm ons reaction 
(Organic Reactions Vol. 25, 73 ). 



1b£^(i0) ■ ffi^ ■ £ft ■ ikmmn ■ ■» ■ % 

■ Sfc ■ " ' <fc ■ ■ Mb ■ cfe ■ ' • "ft 

0115 ■ 

-flftS(I) ' ■ ' ■ G *<S*(=N-) ' ' ' ■ 
• X ■ 15*Hb£« ■ ■ TIE ■ £J£ifS 

t)l 16 ■ 

■ fl36" 



To compound (10) with conventional condition hydrogenated 
after doing, passing by the cyanation and ester hydrolysis with 
method which is expressed before, the compound (1 1) is 
synthesized. 

[0115] 

representative example of starting material compound of 
quinoline where G in General Formula (I )shows nitrogen 
(=N- ) is shown with below-mentioned reaction process. 

[0116] 

[Chemical Formula 36] 
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(12) 



7 IV J it 



(13) 



(14) 



NH 

{15} 



"0117 " 
■0118 ■ 



■ ' Sandmeyer £0 ' ' ' e 

ft**(13)' Mb*tt(14) ft Hb* 

1*1(12) ■ Mb**B(15) 1b ■ 5fc ■ 



■01 19 " 



"0120 



GPIIb/IIIa tStaftffl ■ *T ■ 



D121 * 

ib*«(i) ■ * ■ ■ ms^ffl ■ «F 

S • #1 ■ * ■ ■ GPIIb/IIIa fttsim ■ ■ 

■ ■ • ft ■ • - ifiite - ^js ■ te± ■ ■ ■ 

■ ■ &s ■« ■ ■ ■ ifi^ffi ■ nit k>*± 

" ffiflHb£ ■ MM ■ ■ ■ " ■ ■ 
**» ■ ■ £i§£ ■ ■« ■ ■ -AjflLtt&ftft 

jfatK* TiA(-iftttBSajHil8f*) -HSiSS(jftL 

« ■ ■ - «TUjHi(]fiis*tt) ■<> mff 

*r*4#S&ffi'A-C ■ ■ ■ -(Si«" ■ ' " 

■ • • -mm^m • ■ mm 

£) -Burger ft) MttMJftLft ■ IM^ttcStt 



[0117] 

(In Formula, R&apos;' shows hydrogen or lower alkyl 
group. ) 

[0118] 

cyanation to compound (13) is Sand meyer reaction which is 
expressedbefore from compound (12). 

That from compound (13) you expressed also guanidino 
conversion to the compound (15) before from amidino 
conversion and compound (12) to compound (14), it does 
with similar method, it is possible . 

[0119] 

compound of this invention (I ) and salt which can be allowed 
in its pharmacological has GPIIb/IIIaantagonist action which 
is superior. 

[0120] 

In addition, toxicity is low vis-a-vis mammal (for example 
human ■ mouse * rat " rabbit ' dog ■ cat ), furthermore the 
oral dosage being possible, blood lifetime is long, extended or 
other side effect of bleeding time is little. 

[0121] 

Therefore, compound (I ) and as for salt which can be allowed 
inits pharmacological, with sugar protein 
GPIIb/IIIaantagonist , as for those, it can prevent formationof 
thrombus of blood platelet, it can use and in control or 
prevention of disorder " for example thrombosis ■ seizure B 
heart failure ■ inflammation and arteriosclerosis. 

Concrete as disorder, for example coronary artery disease 
{angina pectoris (unstable ■ excertion characteristic), 
myocardial infarct " PTC A (percutaneous warp tube coronary 
artery extended technique) post-surgery }, cerebral blood 
vessel disorder {TIA (transient ischemic attack ), cerebral 
infarction (thrombus * emboli ), subarachnoid hemorrhage 
(angiospasm ), heart * blood vessel surgery {valve substitution 
technique, A-Cbypass (graft plugging prevention after 
coronary artery bypass surgery ), blood circulation 
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]BftifiLE£ 

ft If* "WIS*! -SLE(±&tt- • 
■ ) "RAflftteHtt ■ ■ ' ") "PSS(±#1±3i& 
5£)(Raynaud ■■■ AUKS 'A I to IB ' A 

IM ,< • -tt ■*»ttJll/J^«J(ll* 'TTP(Jfll 

ttttJfil/J^«a^Wt*K^S)(Hus(»IfilttR»ffi 
e»» -Dic(»«ttJtti*rt]fiiaaHS«») ■ 

« ^hrjb -jmbtta* 't-PA(«* 



■0122 " 

■ ■ ■ -3ttib*ft(i) ■ * ■ ■ mm^to ■ R 
§ ■ h - it ■ ■ mmmm ■ •»* ■ ■ . 



■ ■ H ■ &1b lift 

■ ■ ■ - ffitt - - - . gj^j - • • # • - o 

■0123 " 

*«w ■ ■ <* ■ ■ mm^tt ■ its 

• *l ' tt ■ GPIIb/IIIagttfEffl ■ m M " ' 1 Jfil 

/Ms ■ adp( ■ ■ ■ ■ =5 - ■ ■ mmmmu 
stt-a*" ■ -icfcw ■ ■ ■ - tic 

■0124 ' 

*3gejl ■ fcfctt© ^S^M ■ StS 

• »s ■ ft ■ s* ■«»*] 

■ : MUM ■ Jill -»SI± j&B « 

* -IIS -ttffl fl'StAtSI ■«» ■ ■ 

■ ■ ■*■■«■ gmfflfft^i ■ tea 



±ibsisij+ ■ ■ it$m) »s*w 

■0125 ' 



reconstruction ■ arteriovenous shunt ' peripheral artery 
plugging (ASO (arteriosclerosis obliterans ), Burger illness), 
deep part venous blood plug, artery tube dependency 
congenital heart disease }, the respiratory disease {pulmonary 
embolus ' bronchial asthma " lung edema "ARDS (adult 
respiratory distress syndrome ), pulmonary hypertension }, 
kidney disease {nephrotic syndrome ' glomerular nephritis }, 
collagen disease {SLE (systemic erythematodes ), RA 
(chronic rheumatoid arthritis ), PSS (systemic scleroderma ) 
(Raynaud phenomena )}, artificial organ {artificial heart 
lung ' artificial dialysis }, in addition youcan list {essential 
blood platelet blood symptom, TTP (thrombogenicity purpura 
thrombocytopenica ) (HU.S. Patent (hemolysis characteristic 
urinemia group)), DIC (seeding characteristic intravascular 
blood coagulation syndrome ), Kawasaki disease ■ diabetes ■ 
organ transplant ■ arteriosclerosis ■ vibrating illness,shock • 
uterus contraction, effective reinforcement and eclampsia of 
peptic ulcer "t-PA (tissue plasminogen activator )} etc. } 

[0122] 

Furthermore, this said compound (I ) and transfer of tumor 
cell inhibition it does salt which can be allowed in its 
pharmacological. 

In addition, treatment of wound is promoted. 

In addition, because it deteriorates bone prevention, you can 
usein treatment of male " ' " lowcis. 

[0123] 

compound of this invention (I ) and GPIIb/IIIaantagonist 
action of salt which can beallowed in its pharmacological 
makes clear ADP (adenosine-5&apos;-diphosphate ) 
coagulation suppression activity of for example blood 
platelet,by measuring binding inhibition of fibrinogen to 
blood platelet. 

[0124] 

When compound of this invention (I ) or salt which can be 
allowed in pharmacological it uses, as above-mentioned 
medical drug as needed, itmixes carrier ■ vehicle ■ diluent or 
other additive which can be allowed in pharmacological with 
necessary quantity onmedicine manufacture, makes medicine 
composition with powder " granule " tablets " capsules ■ 
injectable ' ointment ■ cream or other embodiment, 
canprescribe to oral " parenteral. 

compound (I ) or salt which can be allowed in 
pharmacological effective amount is combined in 
above-mentioned formulation. 

[0125] 

this said compound (I ) and dose of salt which can be allowed 
in its pharmacological differs even in disease ■ body weight 
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- ■* ■ ■*< a* ■ 

ISA " " '0.01~1000mg/kg ft 

fi/H ■» ■ ■ ■ -0.05~500mg/kg foM/B ' '1 

a - -84- ■ ■ aw ■ B -o 

SflHt£tt(I) A ■ $ - tl S ■ ■ - 

• {gas- --3 b ■ a 

■ -3 ■ - ■ - #±fB 

s ■ • m ■ an ■ f$**i4 • *tt -se 
tit ■ ■ a* ■ ■ 

itt»"«" a -^fiii^'n 

■ -tL^ffl • MWi& GPIIb/IIIa tttltfflt 



•0126 ■ 

■ ■ jal/jk ■ adp mm - jqittstt ■ ai£ 

H?£Ac£ 0.38% ■ * ■ K #4 T 

■ »» ■ ■ Jfifftjc ■ S'OJi " £ £jAi/J**i1l 

# rii/M&iftLft ■ KWRfl - «*P ■ ■ 2 »a ■ 
■ ' ■ ti " adp( ■ - - 

■ '-5'-- \~5llM 58*0 * ■ ■ 9BH ■ 

J: ADPJJMM6- ffliW-M- -o 



■ 5o%»i*i • ■ mmmcso m -was ■ ■ ■ 

■ tm #] ■ sit* ■ o 

t)127 ' 

■a ■ 



or age etc of administration route ' patient, can 
setappropriately according to dosage objective, but when 
usually, the oral dosage it does in adult, dividing 0.01 - 1000 
mg/kg body weight /day ' preferably 0.05-500 mg/kg body 
weight /day, into 1 day l~several times,it is desirable to 
prescribe. 

In this said compound (I ), as for group which is displayed 
with A those which have amino protecting group or those 
which it does not have, group which is displayed with B is 
something which has the free carboxyl group or something 
which has ester group, but above-mentioned basisconsiders 
retention ■ toxicity ' solubility ■ stability ■ absorbancy etc 
of effectiveness ' effectiveness, is selected 
appropriately according to objective etc of types ■ treatment 
of form ■ disorder of dosage, ineach case becomes useful 
sugar protein GPIIb/IIIaantagonist. 

[0126] 

Working Example 1 

Measurement of inhibition of ADP cohesion of human blood 
platelet 

It manufactured platelet rich plasma from blood which 
recovers under existingof 0.38% sodium citrate than healthy 
person, with centrifugal method , used for measurement. 

Adding test chemical to platelet rich plasma, 1 - 5;mu M 
adding ADP (adenosine-5&apos;-diphosphate )of 
concentration where only primary cohesion is observed 2 min 
later, youcontroled ADP cohesion talent with chemical 
evaluation. 

chemical concentration changing, you inspected suppression 
rate, you calculated chemical concentration (IC 50 value) 
which cohesion 50% is controled, designated that as activity 
of chemical. 

Result is shown in Table 1. 

[0127] 

[Table 1] 
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■0128 ' 

\>xt -mmm ■ mwm- 
kh • ■ #*nw • mmm • rs^ ■ 

■ " ■ 'H-NMR • fflfe ' ' ft ' fEK ' " IB ' 
200MHz ■ fr " ' • 

■0129 " 



6-' ■ "-2- 6-' ■ "-2-" 1 

20.1g(90.2mmol) 46ml ■ i§fi¥ 1 

fefe ■ -tot* 

17,0ml(0.101mol)JST ■ " • 



•am - ■ ■ ■ i5*BHH* 



sfEiS B a - a 

atii ■ «fcB« ■ 3N gift -* ■ ct taffift^ 
tk ■ at» - tt» ■ " 

■ ■ BET -B*' -o 

fftt as 

• "(n- • • • ■ • ■ -=95:5) ' £ ffiSi 



[0128] 

[Working Example(s)] 

Listing Working Example below, you explain from this 
invention concretely, but this invention is not something 
which is limited in these Working Example. 

Furthermore, if <sup> lH-nmr especially it stated 
measurement, it is not, itdid with 200 MHz . 

[0129] 

Working Example 1 

6 -bromo -2- naphthaldehyde 6-bromo -2- naphthol 2 0.1 g 
(90.2 mmol ) was melted in pyridine 46 ml, under ice 
cooling ' trifluoromethane sulfonic anhydride 17.0 ml (0.101 
mol ) wasdripped in this solution. 

under ice cooling ' 5 min after agitating, you reset this mixed 
solution to room temperature gradually, 1 5 hours agitated. 

It poured reaction mixture into underwater, extracted with 
diethyl ether, washed extracted liquid with 3 Nhydrochloric 
acid ' water, and saturated saline after drying with the 
anhydrous magnesium sulfate, it removed low boiling 
substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=95:5 ), 29.0 g (yield 
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...... ■ -.2- • ■ 

' ■ -atjtfeattt ■ 29.0g(J|R*91%M#- o 

l H-NMR(CDCl 3 ) 5 tms : 8.06 (d, J=1.5Hz, 
1H),7.83 (d, J=9.1Hz, 1H), 7.75 (d, J=7.0Hz, 
1H), 7.72 (s, 1H),7.65 (dd, J=8.8, L8Hz, 1H), 
7.40 (dd, J=9.0, 2.5Hz, 1H), 

IR(neat): 3050, 1585, 1495, 1415, 1350, 1200 



MS(EI):356 (M + , 81 Br), 354 (M + , 79 Br), 221, 
223 

•0130 " 

K" ■ ' 2- ■ ■ ■ 

■ 3.42g(9.62mmol) ■ N,N- 

43ml "SMS " '* - igifc fiS 
2.91ml(9.96mmol) ■ £ it ' 1 ' " 
1.26g(29.7mmol) ■ ■ " 

• 315mg(0.449mmol) ■ <£ 0 
I ■ 2,6- M- " " '-4- ftj B ' 
70-72 degC " 3B#IHJ*#' ■ • 

kjc & * ■ ■ ■ ■ 7k* ■ a " "n- ■ ■ ' 

■ ■ 

mut 50mi - jc iaa ■ Mb 

■ ■ ■ • 50ml fc - £S " 17 NfPalfii 

ztfBtt a* ■a*± ■ aw* ■ ■ ■ 

S " #H " " ■ " 

aa 

■ "(n- ■ - ■ ■ : =9:1) ■ £ ft 8 

■ 2- B ■ --6- »fe@<*<!: 

■ 1.74g(73%M# ' o 

l H-NMR(CDCl 3 ) 5 tms : 7.97 (d, J=1.9Hz, 
1H),7.80 - 7.60 (m, 4H), 7.53 (dd, J=8.7, 1.9Hz, 
1H),6.86 (dd, J=17.6, 10.9Hz, 1H), 5.88 (dd, 
J=17.6, 0.5Hz, 1H),5.37 (dd, J=10.9, 0.5Hz, 1H) 

IR(KBr): 1620, 1570, 1415, 1330, 1200, 1125, 
1060, 990,885 cm' 1 

MS(EI):234 (M + , 8l Br), 232 (M \ 79 Br), 153, 
151 

•0131 ' 
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91% ) it acquired with trifluoromethanesulfonic acid 6-bromo 
-2- naphthyl as pale yellow oily. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.06 (d, J=1.5 Hz, 
1H ), 7.83 (d, J=9.1 Hz, 1H ), 7.75 (d, J=7.0 Hz, 1H ), 7.72 (s, 
1H ), 7.65 (dd, J=8.8, 1.8 Hz, 1H ), 7.40 (dd, J=9.0, 2.5 Hz, 
1H), 

IR(neat): 3050, 1585, 1495, 1415, 1350 and 1200 cm' 1 
MS (EI ): 356 (M + , 8l Br ), 354 (M \ 79 Br ), 221,223 
[0130] 

It melted trifluoromethanesulfonic acid 6-bromo -2- naphthyl 
3.42g (9.62 mmol ) in N, N- dimethyl formamide 43 ml, to 
this solution 3 hours it agitatedwith 70 - 72 deg C vinyl 
tributyl tin 2.91 ml (9.96 mmol ), lithium chloride 1.26g (29.7 
mmol ), bis triphenyl phosphine palladium chloride 3 1 5 mg 
(0.449 mmol ) and the trace amount including 2 and 6 
-di-t-butyl-4- methyl phenol. 

You reset reaction mixture to room temperature, poured to 
underwater, extracted with n- hexane. 

extracted liquid was washed with saturated saline, after drying 
with anhydrous magnesium sulfate, the low boiling substance 
was removed under vacuum. 

residue with diethyl ether 50 ml and saturated potassium 
fluoride aqueous solution 50 ml 17 hours was agitated with 
the room temperature. 

precipitate precipitate in regard to celite filtration and filter 
paper was washed with diethyl ether. 

diethyl ether layer was separated, after drying with anhydrous 
magnesium sulfate, low boiling substance wasremoved under 
vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: chloroform=9 : 1 ), 1.74 g (73%) 
it acquired 2 -bromo-6-vinyl naphthalene as colorless solid. 

<sup> lH-nmr (CD Cl 3 );de <sub>TMS : 7.97 (d, J=l .9 Hz, 
1H ), 7.80 - 7.60 (m, 4H ), 7.53 (dd, J=8.7, 1.9 Hz, 1H ), 6.86 
(dd, J=17.6, 10.9 Hz, 1H ), 5.88 (dd, J=17.6, 0.5 Hz, 
lH),5.37(dd, J=10.9, 0.5 Hz, 1H) 

IR(KBr): 1,620,157,014,151,330,120,011,251,060,990,885 

-i 

cm 

MS (EI ): 234 (M + , 81 Br ), 232 (M + , 79 Br ), 153,15 1 
[0131] 
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2- " ' *-6- 18.0g(77.2mmol) ' 

(740ml) ' %ffi ' " ■ ■ E3$1b 



(2mg/ml )98ml ■ jtlD ■ ■ «> 

Sfe ■ ■«£ *» 34.7g(0.162mol ) 
• 7K 245ml ' mm ' ■»« " ^ST -7 ■ 
ST • ■ o 



Sit 

■ '(n- -=5:1) " <£ 

■ «- ■ ■ "-2- SfcftftBttJ: 

• • 10.9g(60%)t# " o 

1 H-NMR(CDC1 3 )(5tms:10.15 (d, J=0.4Hz, 1H), 
8.30 (s, 1H), 8.07 (d, J=1.8Hz, 1H),7.98 (dd, 
J=8.6, 1.6Hz, 1H), 7.87 (d, J=8.6Hz, 1H),7.84 (d, 
J=8.5Hz, 1H), 7.66 (dd, J=8.8, 1.9Hz, 1H) 

IR(KBr): 1700, 1630, 1465, 1335, 1260, 1060, 
1030 cm* 1 

MS(EI):236 (M + , 8l Br), 234 (M + , 79 Br), 207, 
205 



1)132 ' 

mmmi 

6- • ' '-2- ' 
6- ' ' "-2- 



6.00g(25.5mmol) ' 

"60ml " fefR " * ' " 



3.15ml(30.2mmol) " ■ J: ■ ' " B(40 fi*% • 



2 -bromo-6-vinyl naphthalene 18.0g (77.2 mmol ) was melted 
in dioxane (740 ml ), dioxane- water (1:1) solution of 
osmium tetraoxide (2 mg/ml ) 98 ml were added to this 
solution. 

solution which next melts periodic acid acid sodium "34.7g 
(0.162 mol ) in water 245 ml was dripped under room 
temperature and between 7 min. 

reaction mixture with room temperature 16 hours after 
agitating, was extracted with diethyl ether. 

extracted liquid was washed with saturated saline, after drying 
with anhydrous magnesium sulfate, the low boiling substance 
was removed under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5:l ), 10.9 g (60%) 
it acquired 6 -bromo -2- naphthaldehyde as pale yellow solid. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS :1 0.1 5 (d, J=0.4 Hz, 
1H ), 8.30 (s, 1H ), 8.07 (d, J=1.8 Hz, 1H ), 7.98 (dd, J=8.6, 
1.6 Hz, 1H ), 7.87 (d, J-8.6 Hz, 1H ), 7.84 (d, J=8.5 Hz, 
1H),7.66 (dd, J=8.8, 1.9 Hz, 1H) 

IR(KBr): 1700, 1630, 1465, 1335, 1260, 1060 and 103 0 
cm" 1 

MS (EI ): 236 (M\ 81 Br ), 234 (M + , 79 Br ), 207,205 



[0132] 

Working Example 2 

6 -cyano -2- naphthylacetic acid 

6 -bromo -2- naphthaldehyde 6.00g it melted (25.5 mmol ) in 
tetrahydrofuran 60 ml, 12 hours heating and re fluxing it made 
this solution methyl methyl sulfinyl methyl sulfide 3.15 ml 
(30.2 mmol ), and Triton B (40 weight% methanol solution ) 
including 3.60 ml. 



■MET "B* ■ ■ o 



a» 

■ '(mm - ■ ■)' cfe ««■ -2-' • --6.(2- ■ 

-2- r ■ ■ 

■ ■ •n&mfrt ■ 4.54g(52%)t# ■ o 
D133 " 

ft'tl " 1,2- 160ml -m 

M ' " ' JSifc ' 80ml • AD * "80 deg C 

■ 4.5 m*m& ' ' o 



In reaction mixture you washed with 0.5 Msulfuric acid and 
water including the methylene chloride, after drying with 
anhydrous magnesium sulfate, you removed low boiling 
substance under the vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (ethylacetate ), 4.54 g (52%) it acquired 2 
-bromo-6- with (2 -methyl sulfinyl -2- methylthio ethenyl ) 
naphthalene as yellow solid. 

[0133] 

It melted solid which it acquires in 1 and 2 -dimethoxyethane 
160 ml, to this solution 4.5 hours it agitated with 80 deg C 
including concentrated hydrochloric acid 80 ml. 
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as 

■ tttti ■ «ffl*Ji ■ Sttlft ■ i£14( P H2~3)i: 
tttb ■ ■ o 

tt&xi -mumm «« ■ ■ • 

■ ■ "MET • ■ ■ "6- • ■ --2- 

• ■ ■ ■ mm- m&®i*t ■ 3.03 g (86%M# 

■ 

o 

1 H-NMR(DMSO-d 6 )(5 T Ms:12.42 (bs, 1H), 8.17 
(d, J=1.8Hz, 1H), 7.95 - 7.75 (m, 3H),7.60 (dd, 
J=8.7, 2.0Hz, 1H), 7.47 (dd, J=8.4, 1.6Hz, 1H), 
3.75 (s, 2H) 

IR(KBr): 3400, 1705, 1595, 1430, 1330, 1240 
cm* 1 

MS(EI): 266(M + , 81 Br), 264 (M \ 79 Br), 221, 
219 

-0134 ■ 

6- ■ ■ --2- ■ • - ■ p|£2.63g(9.92rnmol) " ■ " 

■ ■ ■ ioomi • mm - - ■ ■ a%& 

0.9ml ■ 1}U ' M5 B$MfiD&a3K ' " o 

' ft 10ml ' -MET " Mm " 7K 100ml 

ma - -o 

aiiia-fiftft**'*»- «*««■ ■ ■ 

mm 

. -(n- - - - •: mm ■ • -=5:1) ■ £ fflS 
. 6 . . . ._ 2 _. . . . 

• ■ 2.58g(93%)f# ' o 

l H-NMR(CDCl 3 ) 5 tms : 7.98 (d, J=1.7Hz, 
1H),7.72 (d, J=9.1Hz, 1H), 7.70 (s, 1H), 7.68 (d, 
J=9.3Hz, 1H),7.54 (dd, J=8.7, 1.9Hz, 1H), 7.44 
(dd, J=8.4, 1.8Hz, 1H),3.78 (s, 2H), 3.71 (s, 3H) 

IR(KBr): 1725, 1580, 1490, 1430, 1315, 1255, 
1140 cm* 1 

MS(EI): 280 (M + , 81 Br), 278 (M + , 79 Br), 221, 
219, 139 
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It diluted reaction mixture with water, extracted with 
methylene chloride. 

After drying extracted liquid with anhydrous magnesium 
sulfate, low boiling substance was removed under the 
vacuum. 

It melted residue in diethyl ether, extracted with sodium 
bicarbonate-saturated water, with the concentrated 
hydrochloric acid acidic (pH 2~3 ) with after doing, it 
extracted extracted water layer with the diethyl ether. 

After drying extracted liquid with anhydrous magnesium 
sulfate, removing low boiling substance under the vacuum, 
3.03 g (86%) it acquired 6 -bromo -2- naphthylacetic acid as 
colorless solid. 

<sup>lH-nmr (DMSO-d6);de <sub>TMS :12.42 (bs, 1H ), 
8.17 (d, J=1.8 Hz, 1H ), 7.95 - 7.75 (m, 3H ), 7.60 (dd, J-8.7, 
2.0 Hz, 1H ), 7.47 (dd, J=8.4, 1.6 Hz, 1H ),3.75 (s, 2H ) 

IR(KBr):3400, 1705, 1595, 1430, 1330 and 1240 cm* 1 

MS (EI ): 266 (M + , 81 Br ), 264 (M + , 79 Br ), 221,219 

[0134] 

6 -bromo -2- naphthylacetic acid 2.63g it melted (9.92 mmol ) 
in methanol 100 ml, 15 hours heating and refluxing it made 
this solution including concentrated sulfuric acid 0.9 ml. 

reaction mixture to approximately 10 ml was concentrated 
under vacuum, water 1 00 ml was added. 

In mixture which it acquires after making alkaline including 
the sodium bicarbonate, it extracted with diethyl ether. 

extracted liquid was washed with saturated saline, after drying 
with anhydrous magnesium sulfate, the low boiling substance 
was removed under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5: 1 ), 2.58 g (93%) 
it acquired 6 -bromo -2- naphthylacetic acid with methyl as 
colorless solid. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.98 (d, J=1.7 Hz, 
1H ), 7.72 (d, J=9.1 Hz, 1H ), 7.70 (s, 1H ), 7.68 (d, J=9.3 Hz, 
1H ), 7.54 (dd, J=8.7, 1.9 Hz, 1H ), 7.44 (dd, J-8.4, 1.8 Hz, 
lH),3.78(s, 2H),3.71 (s,3H) 

IR(KBr): 1725, 1580, 1490, 1430 and 1 31 5, 1255 and 1140 
cm 

MS (EI ): 280 (M \ 81 Br), 278 (M + , 79 Br ), 221,219,139 
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6- " - * -2- " " ■ " P M ' - " 

2.47g(8.85mmol) ■ <fc • ' Mb^-ffl(l.llg" 

12.4mmol) ■ 1,3- • ■ ' 

8.5ml ' mm • 150 deg C '5 B$P B 1$# • ■ „ 

-mm - • ■ ■ *« • 

#trP o 

*■ ■ ■ ■ ■ am ■ ■■ • ata* 

*■ ■ 

«»■ H7K?5SK *£«■■■ 
'MET ■ ®£ • -o 



■ -(n- ■ - - • : pgg - • -=2:1) ■ * 
• 6-" " "-2-" ■ ■ " "HfiStti: 

■ ■ 1.77g(89%)# " o 

'H-NMR(CDCI 3 )d TMS : 8.22 (s, 1H),7.88 (d, 
J=8.4Hz, 2H), 7.79 (s, 1H), 7.61 (dd, J=8.5, 
1.6Hz, IH),7.55 (dd, J=8.5, 1.7Hz, 1H), 3.83 (s, 
2H), 3.73 (s, 3H) 

IR(KBr): 2200, 1730, 1430, 1330, 1200, 1160 
cm" 1 

MS(EI): 225 (M + ), 166, 140 
■0136 - 

6- • ■ --2-' ' ■ m WfM m ■ -1.47g(6.53mmol) 

15ml " ■»*■ 1N7K 

Kib 30ml " JJQ " 'MS. ' 20 

■ ■ 

0 

*■ ■ IN • £ Hf£(pH3~4)£ ■ ikit ' 

■ ■ "HUH ' -o 

ttta a ■ - 

' ■ • -ttH ®»jSI*'*ET'B 
--2- - ■ ■ -ftifc-fcfeB** ' 

1.30g(94%)t#- o 

1 H-NMR(DMSO-d 6 )5 T M S :8.54 (s, 1H), 8.05 (d, 
J=9.0Hz, 1H), 8.01 (d, J=9.2Hz, lH),7.90(s, 1H), 
7.76 (dd, J=8.5, 1.5Hz, 1H), 7.58 (dd, 
J=8.5, 1.4Hz, 1H),3.80 (s, 2H) 

IR(KBr): 2900, 2200, 1690, 1630, 1420, 1335, 
1235 cm' 1 

MS(EI):211 (M + ), 166 
■0137 ■ 



[0135] 

6 -bromo -2- naphthylacetic acid methyl 2.47 g (8.85 mmol ) 
and it melted cuprous cyanide (1.1 1 g M2.4 mmol ) in 1 and3 
-dimethyl -2- imidazolidinone 8.5 ml, 5 hours agitated with 
150 deg C. 

It diluted reaction mixture with ethylacetate, washed with 
sodium bicarbonate-saturated water. 

water layer furthermore was extracted with ethylacetate, this 
extracted liquid and the ethyl acetate layer ahead were washed 
together with saturated saline, after drying with the anhydrous 
magnesium sulfate, low boiling substance was removed under 
vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=2:l ), 1.77 g (89%) 
it acquired 6 -cyano -2- naphthylacetic acid with methyl as 
colorless solid. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.22 (s, 1H ), 7.88 
(d, J=8.4 Hz, 2H ), 7.79 (s, 1H ), 7.61 (dd, J=8.5, 1.6 Hz, 
1H ), 7.55 (dd, J=8.5, 1.7 Hz, 1H ), 3.83 (s, 2H ),3.73 (s, 3H ) 

IR (KBr ): 2200, 1730, 1430, 1330, 1200 and 1 160 cm" 1 

MS (EI): 225 (M + ), 166,140 
[0136] 

6 -cyano -2- naphthylacetic acid it melted methyl 1.47 g (6.53 
mmol ) in dioxane 15 ml, to this solution 20 min it agitated 
with room temperature including 1 Nsodium hydroxide water 
solution30 ml. 

It diluted reaction mixture with water, washed with diethyl 
ether. 

acidic (pH 3-4 ) with it did water layer with 1 Nhydrochloric 
acid , extracted with the methylene chloride. 

You washed extracted liquid with saturated saline, after 
drying with anhydrous magnesium sulfate, youremoved low 
boiling substance under vacuum, 1 .30 g (94%) you acquired 6 
-cyano -2- naphthylacetic acid as colorless solid. 

<sup>lH-nmr (DMSO-d^de <sub>TMS :8.54 (s, 1H ), 8.05 
(d, J=9.0 Hz, 1H ), 8.01 (d, J=9.2 Hz, 1H ), 7.90 (s, 1H ), 7.76 
(dd, J=8.5, 1.5 Hz, 1H ), 7.58 (dd, J=8.5,1.4 Hz, 1H ),3.80 (s, 
2H) 

IR (KBr): 2900, 2200, 1690, 1630, 1420, 1335 and 1235 cm' 1 

MS (EI ):211 (M + ), 166 
[0137] 
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mmmi 

2. ■ - ■ '-6- ■ (4-t- 

) fc* ' 

tt(34) ' 

6- ' " "-2-* " ■ ' Pi£354mg(1.68mmol) '2- 
■ • '-^6- 1 1 ■ ■ ■ -1,3,5- 
302mg(1.72mmol)' Jcigfc ■ ■ ■ '9ml •» 

* a ■ * * t ■ n- 

0.19ml(1.7mmol) "in 3 B$Fb1$# ' 



Working Example 3 

2 -amidino-6- {{(4 -t-butoxycarbonyl methoxy piperidino ) 
carbonyl } methyl } naphthalene {compound (34)} 

6 -cyano -2- naphthylacetic acid 354 mg (1.68 mmol ), 2 
-chloro-4,6-dimethoxy-l,3,5-triazine 302 mg (1.72 mmol ) 
and 3 hours it agitated that way to mixed solution of 
methylene chloride 9 ml including under ice cooling " N- 
methylmorpholine 0.1 9 ml (1.7 mmol ). 



■ ■■■■■ 



■ • 5J£/!£5fc • '4- • 
t- * • ' 363mg(1.69mmol) * J: N- 

■ 0.19ml(1.7mmol) • t&it' ' ■ "6.5ml ■ 
»«■ D~4degC • 4#m m ' 'STF 

tms. ■ is mmm* • • . 

5££*ft "Kit ■ • • ■ WR ■ 0.2N m& ■ 
5%aW7K • J: t&tt&ifiTK ■ • *t*tt 
B tttt ffikAM-X 

as 

■ -(n-- ■ • •■mm - ■ —i:3) • * us - • 

2- • • --6- • (4-t- 

@<*<t ■ 480mg(70%)*# ' o 
•0138 ' 

, H-NMR(500MHz,CDCl 3 ) 6 tms : 8.20 (s, 
1H),7.86 (d, J=8.5Hz, 1H),7.85 (d, J=8.5Hz, 1H), 

7.74 (s, 1H),7.59 (dd, J=8.5, 1.5Hz, 1H), 7.52 
(dd, J=8.5, 1.7Hz, 1H),3.96 (d, J=6.0Hz, 2H), 
3.92 (s, 2H), 3.95 - 3.85 (m, 2H),3.72 (ddd, 
J=12.9, 8.3, 4.4Hz, 1H), 3.59 (ddd, J=10.9, 7.3, 
3.6Hz, 1H), 3.46 (ddd, J=12.9, 8.2, 4.2Hz, 1H), 
3.32 (ddd, J=13. 1,8.4, 4.1Hz, 1H), 1.82 (m, 1H), 

1.75 - 1.55 (m, 2H),1.55 - 1.45 (m, 1H), 1.46 (s, 
9H) 

IR(KBr): 2900, 2225, 1735, 1625, 1440, 1365, 
1235, 1160,1125cm' 1 

MS(EI): 408 (M + ),352, 277 

■0139 ' 

2- ■ ■ --6- ■ (4-t- 

517mg(1.27mmol) 12ml ■ ■ " 

■ i.2ml m ])U ' ■ ■ 

mt mo #ffltt<b*& ■ 

■ '24 ftMttH ' ■ o 



In this reaction mixture, 4 -bipyridinyl oxy t-butyl acetate 363 
mg (1.69 mmol ) and 4 min applying solution which melts N- 
methylmorpholine 0.1 9 ml (1.7 mmol ) in methylene chloride 
6.5 ml, with 0 - 4 deg C, it dripped, after that,18 -hour 
agitated with room temperature. 

It diluted reaction mixture with ethylacetate, washed with 0.2 
Nhydrochloric acid *5% sodium bicarbonate water, and the 
saturated saline after drying with anhydrous magnesium 
sulfate, it removed low boiling substance under the vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=l :3 ), 480 mg 
(70%)it acquired 2 -cyano-6- with {{(4 -t-butoxycarbonyl 
methoxy piperidino ) carbonyl } methyl } naphthalene as 
colorless solid. 

[0138] 

<sup>lH-nmr (500 MHz, CD Cl 3 );de <sub>TMS : 8.20 (s, 
1H ), 7.86 (d, J=8.5 Hz, 1H ), 7.85 (d, J=8.5 Hz, 1H ), 7.74 (s, 
1H ), 7.59 (dd, J=8.5, 1.5 Hz, 1H ), 7.52 (dd, J=8.5, 1.7 Hz, 
1H ),3.96 (d, J-6.0 Hz, 2H ), 3.92 (s, 2H ), 3.95 - 3.85 (m, 
2H ), 3.72 (ddd, J=12.9, 8.3, 4.4 Hz, 1H ), 3.59 (ddd, J=10.9, 
7.3, 3.6 Hz,lH ), 3.46 (ddd, J=12.9, 8.2, 4.2 Hz, 1H ), 3.32 
(ddd, J=13. 1,8.4, 4.1 Hz, 1H ),1.82 (m, 1H ), 1.75 - 1.55 (m, 
2H ), 1.55 - 1.45 (m, 1H ), 1.46 (s, 9H ) 



IR(KBr): 2900, 2225, 1735, 1625, 1440, 1365, 1235, 1160 
and 1125 cm" 1 

MS (EI ): 408 (M + ), 352,277 
[0139] 

2 -cyano-6- it melted { {(4 -t-butoxycarbonyl methoxy 
piperidino ) carbonyl } methyl } naphthalene 517 mg (1.27 
mmol ) in pyridine 12 ml, next under room temperature,after 
blowing 10 min hydrogen sulfide gas, 24 hours it left in this 
solution including the triethylamine 1.2 ml. 

From reaction mixture it removed low boiling substance 
under vacuum, melted residue in ethylacetate, washed with 2 
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•K* ■SET■g:£■ 
2- ' (t- ) 



-( i*)'ftfe@<*£ ■ 
576mg m ' o 

ft558mg 16ml 

" iSfft ' "tt 1.2ml(19mmol) 1 

An ■ -35 ^mmiiuia jejcs - ms 

' MET 'IS 1 2-'(t- 

) 

-6- C 
" ■<*)"Hfe@f*£ ■ 725mgf#' 0 

n "tl <* 712mg 

11ml ■ cfe" » 68 

142mg(1.84mmol) ■ JP ■ '3.5 B^FbI JPf&ilSS ■ 



Npotassium hydrogen sulfate, and saturated saline after 
drying with the anhydrous magnesium sulfate, it removed low 
boiling substance under vacuum, 576 mg it acquired 2 
-{{(t-butoxycarbonyl methoxy piperidino ) carbonyl } 
methyl } - 6 -thio carbamoyl naphthalene with (thio 
carbamoyl body) as yellow solid. 

It melted this thio carbamoyl body 558 mg in acetone 16 ml, 
after 35 min heating and refluxing making this including 
iodomethane 1.2 ml (19 mmol ), from reaction mixture it 
removed the low boiling substance under vacuum, 725 mg it 
acquired 2 - {{(t-butoxycarbonyl methoxy piperidino ) 
carbonyl } methyl } - 6 -imino methylthio methyl naphthalene 
with(thio imidate body) as yellow solid. 

3.5 hours heating and refluxing it made thio imidate body 712 
mg which it acquires including methanol 1 1 ml and 
ammonium acetate 142 mg (1.84 mmol ). 



■»a r 

=±92:8-80:20) " <£ fftfi 

' ■ m ' <*' " ' <b£1$*34) ■ * 

fc**K*-«MtfeB(*£ ' 586mg(85%)f# 
■ 

o 

•0140 • 

l H-NMR(DMSO-d 6 )6 TMS : 9.37 (bs, 4H),8.43 
(s, 1H), 8.08 (d, J=8.7Hz, 1H), 8.02 (d, J=8.6Hz, 
1H),7.87 (s, 1H), 7.78 (dd, J=8.6, 1.5Hz, 1H), 
7.54 (d, J-8.5Hz, 1H),3.97 (s, 2H), 3.95 (d, 
J=2.3Hz, 2H), 3.90 - 3.65 (m, 2H),3.60 - 3.00 (m, 
3H), 1.74 (br, 2H), 1.39 (s, 9H), 1.27 (br, 2H) 

•0141 ' 

HSfc«4 



2- ■ ■ - --6- ' (4- ) 

fk*»(33) ■ 

fb£^(34)562mg(1.02mmol) ■ 1 ' ' 1 

40ml ' ■ ■ fefe jftH 

11.5ml(0.I49mo! ) "iD ' "ISS ' 3.5 B$M«» 
■ • 

0 

RP-18 (■•■'.-* 

=90:10) 1b^HB3) 

BHfttt ■ Stfe@<*£ ' 523mg(3t«M)» ■ o 

•0142 ' 

, H-NMR(500MHz 5 DMSO-d 6 ) (5 tms : 9.42 (s, 
2H),9.30 (s, 2H), 8.46 (s, 1H), 8.09 (d, J=8.7Hz, 
1H),8.04 (d, J=8.6Hz, 1H) 5 7.89 (s, 1H), 7.81 (dd, 



From reaction mixture it removed low boiling substance 
under vacuum, it refined the residue which is acquired with 
silica gel column chromatography (chloroform: 
methanol=92: 8-80:20 ), compound (34) which is a amidino 
body which corresponds 586 mg (85%) it acquired with 
iodide hydrogen acid salt as faint yellow solid. 

[0140] 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 9.37 (bs, 4H ), 
8.43 (s, 1H ), 8.08 (d, J=8.7 Hz, 1H ), 8.02 (d, J=8.6 Hz, 1H ), 
7.87 (s, 1H ), 7.78 (dd, J=8.6, 1.5 Hz, 1H ),7.54 (d, J=8.5 Hz, 
1H ), 3.97 (s, 2H ), 3.95 (d, J=2.3 Hz, 2H ), 3.90 - 3.65 (m, 
2H ), 3.60 - 3.00 (m, 3H ), 1.74 (br, 2H ),1.39 (s, 9H ), 1.27 
(br, 2H ) 

[0141] 

Working Example 4 

2 -amidino-6- {{(4 -carboxy methoxy piperidino ) carbonyl } 
methyl } naphthalene {compound (33)} 

compound (34) it melted 562 mg (1.02 mmol ) in methylene 
chloride 40 ml, to this solution 3.5 hours it agitated with room 
temperature including trifluoroacetic acid 1 1.5 ml (0.149 
mol ). 

From reaction mixture it removed low boiling substance 
under vacuum, it refined the residue with RP-18 column 
chromatography (methanol:water=90:10 ), compound (33) 
523 mg (quantitative ) it acquired with trifluoroacetate as 
yellow solid. 

[0142] 

<sup>lH-nmr (500 MHz, DMSO-d 6 );de <sub>TMS : 9.42 (s, 
2H ), 9.30 (s, 2H ), 8.46 (s, 1H ), 8.09 (d, J=8.7 Hz, 1H ), 8.04 
(d, J=8.6 Hz, 1H ), 7.89 (s, 1H ),7.81 (dd, J=8.6, 1.8 Hz, 1H ), 
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J=8.6, 1.8Hz, 1H),7.56 (dd, J=8.5, 1.4Hz, 1H), 
4.02 (s, 2H), 3.96 (d, J=11.3Hz),3.95 - 3.80 (m, 
1H), 3.78 (m, 1H), 3.57 (m, 1H), 3.27 (m, 
1H),3.10 (m, 1H), 1.85 - 1.65 (m, 2H), 1.40 - 
1.20(m, 2H) 

l3 C-NMR(125MHz,DMSO-d 6 ) 8 tms : 171.8, 
168.2,165.8, 158.5 (q, J=33Hz, Ft ), 
137.3, 135.0, 130.3,129.4, 129.1, 128.8, 128.2, 
127.2, 125.0, 123.7, 74.2, 64.8, 42.8,39.7, 38.7, 
31.1,30.4 

IR(KBr):3250, 3050, 1660, 1510, 1430, 1180, 
1125 cm' 1 

"0143 • 

mmms 

4-' ' ' ' " 

■ ■ 25.0g(217mmol) 

■ ■ 100ml • iUM ■ ■■ " ■ IN TKBHb ■ ■ 

• ' ' -pHftjlO -«tft - - A<- • 

tt it 

40.3ml(282mmol) ■ JRJfrT ■ 45 #fffl ■ ;TST * ' 

■ ■ • ' 3 ftMlltt ' ' o 

fij&ft ■ mi ■ ■ ■ ■ a ■ ■ n ■ "*i 

■fiafafti£7K ■ * * ■ a» ■ *7K^K ■ ■ 

#-tt as t 

■E£*ME' -sea ■ n-(N- 

■ ■ ■ ) 

H£ ■ 32.7g(61%)f# ' o 

'H-NMRCCDCb )d 7MS : 7.33 (m, 5H),7.15 (d, 
J=10.0Hz, 1H), 4.99 (s, 2H), 4.55 (s, 1H), 3.30 
(m, 1H),2.00 - 1.60 (m, 4H), 1.40 - 1.00 (m, 4H) 

IR(KBr): 3600 - 3100, 2900, 1680, 1520 cm 1 

t)144 " 

12.0ml(132mmol) * J£1b" m 

' • 300ml * »Ht " " ' " ' &it m ■ " " 

60ml " " 20.5ml(265mmol) 

■»» ■ ■»* --60 deg c ■ m ■ -is amflt 

3fc ■ B 4-(N- ) " 
30.0g(120mmol) ■ J£lb ■ ■ ' 

■ 100ml "J: 60ml ■ AD 

• •# ■ EL*m ■ raa& ■ j*t ■ 15 nmmw 

84.2ml(602mmol) ■ ft] 

aa ■ • ■ ■ 3 b#p b i$# - - . 

fifc«-* 400ml ■in-jrawi* ■ ■ - ' 



7.56 (dd, J=8.5, 1.4 Hz, 1H ), 4.02 (s, 2H ), 3.96 (d, H1.3 
Hz ), 3.95 - 3.80 (m, 1H ), 3.78 (m, 1H ), 3.57 (m, 1H ),3.27 
(m, lH),3.10(m, 1H), 1.85 - 1.65 (m, 2H ), 1.40- 1.20 (m, 
2H) 

<sup>13C-nmr (125 MHz, DMSO-d^de <sub>TMS : 171.8, 
168.2,165.8, 158.5 (q, J=33 Hz, F and coupling ), 137. 3 and 
135. 0 and 130. 3 and 129. 4and 129. 1 and 128. 8 and 128. 2 
and 127. 2 and 125. 0 and 123.7 and 74. 2 and 64. 8 and 42. 8 
and 39. 7 and 38. 7 and 3 1 . land 30. 4 

IR(KBr): 3250, 3050, 1660, 1510, 1430, 1180 and 1125 cm" 1 



[0143] 

Working Example 5 

While 4 -amino cyclohexyl t-butyl acetate 4- amino 
cyclohexanol 25. Og melting (217 mmol ) in tetrahydrofuran 
100 ml, pH approximatelymaintaining 10 in this solution 
including 1 Nsodium hydroxide water solution, it dripped 
benzyloxycarbonyl chloride 40.3 ml (282 mmol ) to under ice 
cooling with 45 min, 3 hours agitated with the room 
temperature after this. 

You took organic layer in reaction mixture including 
ethylacetate, this washed with saturated saline, and water after 
drying with anhydrous magnesium sulfate, you removed the 
low boiling substance under vacuum. 

recrystallization it did residue which it acquires from mixed 
solvent of the ethanol and diethyl ether, 32.7 g (61%) it 
acquired 4 - with (N- benzyloxycarbonyl amino ) 
cyclohexanol as colorless crystal. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.33 (m, 5H ), 7.15 
(d, J=10.0 Hz, 1H ), 4.99 (s, 2H ), 4.55 (s, 1H ), 3.30 (m, 1H ), 
2.00 -1.60 (m, 4H ), 1.40 - 1.00 (m, 4H ) 

IR (KBr ): 3600 - 3 1 00, 2900, 1680 and 1520 cm' 1 

[0144] 

It melted oxalyl chloride 12.0 ml (132 mmol ) in methylene 
chloride 300 ml, to this solution, - it added the solution which 
melts dimethyl sulfoxide 20.5 ml (265 mmol ) in methylene 
chloride 60 ml with 60 deg C, 15 min agitated. 



Next, 4 - in (N- benzyloxycarbonyl amino ) cyclohexanol 
30.0g (120 mmol ) it dripped mixed solution which is 
acquiredincluding methylene chloride 100 ml and dimethyl 
sulfoxide 60 ml with same temperature and 15 min agitated, 
furthermore after adding triethylamine 84.2 ml (602 mmol ), 
it reset to room temperature and 3 hours agitated. 

You took organic layer in reaction mixture including water 
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f&it m " ■ '500ml -ttffl" «ffi;^'5fe-^ 
- - *■»*" ■ 

% - BET ■ 9* ' • o 

aa-ita- ■ -tn- a* 

*«■ -5«a ■ n-(N- 

) a&»A£ - 

21.8g(73%)f#'o 

'H-NMR(CDC1 3 )5 T ms : 7.30 (m, 5H),5.10 (s, 
2H), 5.20 - 4.95 (d, J=7.4Hz, 1H), 3.96 (m, 
1H),2.50 - 2.35 (m, 4H), 2.32 - 2.10 (m, 2H), 
1.75- 1.55 (m, 2H) 

IR(KBr): 3600 - 3100, 2900, 1710, 1680, 1520 IR (KBr ): 3600 - 31 00,2900, 1710, 1680 and 1520 cm' 1 
cm" 1 

■0145 " 



400 ml, furthermore extracted with methylene chloride 500 
ml, in combination with extracted liquid to organic layer 
ahead, you washed with saturated saline, and water after 
dryingwith anhydrous magnesium sulfate, you removed low 
boiling substance under vacuum. 

recrystallization it did residue which it acquires from mixed 
solvent of the ethylacetate and n- hexane, 21.8 g (73%) it 
acquired 4 - with (N- benzyloxycarbonyl amino ) 
cyclohexanone as colorless crystal. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.30 (m, 5H ), 5.10 
(s, 2H ), 5.20 - 4.95 (d, J=7.4 Hz, 1H ), 3.96 (m, 1H ), 2.50 - 
2.35(m, 4H ), 2.32 - 2.10 (m, 2H ), 1.75 - 1.55 (m, 2H ) 



fcMit (60%)1.96g(49.0mmol) ■ ■ ■ ■ 

100ml " MM ' ' ' '*l " " ' " 

ft©- ■ " ■ 11.8g(44.5mmol) ■ ■ 1 

100ml -»a"*»T 

30»|H1-«T' -o 

- ■ • fcsjttft -sa ■ ■ - ■ 30 ftmtitw ■ 
■ 

0 

*"fifE»"S"*)fr- n-(N- 

) 

10.0g(40.5mmol) 100ml ■ f$ 

«■ io»wssst sa- 

i ftmmn ■ ■ . 

sKa-aET-aiB' aa-ita- ■ ■■ 
■ fift* a* ■ * * ■ a» ■ **» 

ET ■ S5fe " " o 

» -sK aa 

■ B (n-" " ' " ■=10:1-5:1)' J: ft 
Si - *-(N- )- 
Mt-- ' • -ftfe@<*£ ' 

16.0g(3£*M)i# ■ o 

'H-NMRfCDCb) 5tms : 7.50 - 7.30 (m, 5H),5.57 
(s, 1H), 5.09 (s, 2H), 4.78 (m, 1H), 3.75 (m, 
1 H),2.40 - 1 .30 (m, 8H), 1 .47 (s, 9H) 

IR(KBr): 3300, 2900, 1710, 1680, 1640, 1540 
cm 

D146 • 

4-(N- ) - ■ ■ ' 
Bttt- ■ ■ ■ 8.0g(23mmol) 

■ 300ml -aff ' " 1 ' 10% 



[0145] 

sodium hydride (60%) suspension doing 1.96 g (49.0 mmol ) 
in tetrahydrofuran 100 ml, in this,it dripped solution which 
melts diethyl phosphono t-butyl acetate 1 1.8g (44.5 mmol ) in 
tetrahydrofuran 100 ml with the under ice cooling 3 0 min. 

You reset reaction mixture after this to room temperature and 
30 min agitated. 

ice cooling it did reaction mixture next, again 4 - it dripped 
solution whichmelts (N- benzyloxycarbonyl amino ) 
cyclohexanone lO.Og (40.5 mmol ) in tetrahydrofuran 100 ml 
with 10 min, after that 1 hour agitated with room temperature. 

It concentrated reaction mixture under vacuum, melted 
residue in the ethylacetate, washed with saturated saline, and 
water after drying with the anhydrous magnesium sulfate, it 
removed low boiling substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=l 0:1-5:1 ), 16.0 g 
(quantitative ) it acquired 4 - with (N- benzyloxycarbonyl 
amino ) cyclohexylidene t-butyl acetate as colorless solid. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.50 - 7.30 (m, 5H ), 
5.57 (s, 1H ), 5.09 (s, 2H ), 4.78 (m, 1H ), 3.75 (m, 1H ), 2.40 
-1.30 (m, 8H ), 1.47 (s, 9H ) 

IR (KBr ): 3300, 2900, 1710, 1680, 1640 and 1540 cm* 1 
[0146] 

4 - It melted (N- benzyloxycarbonyl amino ) cyclohexylidene 
t-butyl acetate 8.0g (23 mmol ) in methanol 300 ml, to this 
solution under the hydrogen atmosphere, 20 hour it agitated 
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n- • ' n- • • • ■ 

nut- <*• *&£ 

ttA£ ■ 1.68g(35%)# • . 

■ "MET 

^ ■ ■ • ■ ■ j: flfSJ " ■■ 

■ ft ■ SKffl&tttt* ' 2.85g(58%)# * o 



1 H-NMR(500MHz,CDCl 3 ) ' ' " ' <*Stms :3.10 
(m, 1H), 2.18 (d, J=11.0Hz, 2H), 2.10 (d, 
J=7.0Hz, 2H),1.87 (d, 2H), 1.75 (m, 1H), 1.58 
(dq, J=12.5, 3.4Hz, 2H),L43 (s, 9H), 1.05 (dq, 
J=12.5, 2.1Hz, 2H) 

IR(KBr): 3400, 3000, 1720, 1600, 1370 
cm- ll H-NMR(500MHz,CDCl 3 ) " " ftd-rMs : 
2.96 (m, 1H),2.60 (m, 1H), 2.18 (d, J=7.4Hz, 
2H), 2.08 (d, J=7.0Hz, 2H),1.93 (m, 1H), 1.90 (d, 
J=12.0Hz, 2H), 1.75 (d, J=13.0Hz, 2H),1.44 (s, 
9H), 1.11 (dq, J=14.0, 3.0Hz, 2H),1.02 (dq, 
J=12.0, 2.3Hz, 2H) 

IR(neat): 2900, 1720, 1450, 1370 cm' 1 
•0147 ' 

nmme 

2- • ■ • --6- ' (4-t- 

} 

■ 1b*tt(38)" 

6-- - --2- " ' ' ■ BK241mg(1.14mmol) "2- 

■ - ■ -4 3 6- -1,3,5- 
205mg(1.17mmol)' <fc£fls ' B B "6ml ■ ?I 
£ m ' * * T ■ N- 

0.13ml(1.2mmol) ■ ftl 3 R*Pd]J*# 1 

o 

■ ■ -4- 

■ , PKt-' ' " 243mg(1.14mmol) ■ J: N- ■ 
0.13ml(1.2mmol) ■ i&if " ■ " 

4.5ml ■ " 'JgJS " 0-4 deg C ■ ;TST ■ ' " 

■ ■ tmm • is tmm* • ■ . 

■ KM m • • ■ *MR ■ 0.2N i&M -fi&W 
■5%It* ' i. t&fO&i&Tk ' 

• **Bs§a & 



1995-7-18 

with room temperature including 10% palladium-carbon 800 

mg. 

After filtering reaction mixture, from filtrate it removed low 
boiling substance under vacuum, recrystallization it did solid 
which is acquired from mixed solvent of chloroform and n- 
hexane, 1.68 g (35%) it acquired 4 -amino cyclohexyl t-butyl 
acetate with trans isomer as colorless crystal. 

In addition from mother liquor it removed it refined 2.85 g 
(58%) itacquired with cis isomer as light brown oily low 
boiling substance under vacuum, the residue which is 
acquired with silica gel column chromatography (chloroform: 
methanol=l :1 ). 

<sup>lH-nmr (500 MHz, CD Cl 3 ) trans isomer;de 
<sub>TMS :3.10 (m, 1H ), 2. 18 (d, J=l 1.0 Hz, 2H ), 2.10 (d, 
J=7.0 Hz, 2H ), 1.87 (d, 2H ), 1.75 (m, 1H ), 1.58(dq, J=12.5, 
3.4 Hz, 2H ), 1.43 (s, 9H ), 1.05 (dq, J=12.5, 2.1 Hz, 2H ) 

IR (KBr ): 3400, 3000, 1720, 1600 and 1370 crn H H-nmr (500 
MHz, CD Cl 3 ) cis isomer;de <sub>TMS : 2.96 (m, 1H ),2.60 
(m, 1H ), 2.18 (d, J-7.4 Hz, 2H ), 2.08 (d, J=7.0 Hz, 2H ), 
1.93 (m, 1H ), 1.90 (d, J=12.0 Hz, 2H ), 1.75 (d, J=13.0 Hz, 
2H), 1.44 (s, 9H), l.ll(dq, J=14.0, 3.0 Hz, 2H), 1.02 (dq, 
J=12.0, 2.3 Hz, 2H) 



6 -cyano -2- naphthylacetic acid 241 mg (1.14 mmol ), 2 
-chloro-4,6-dimethoxy-l,3,5-triazine 205 mg (1.17 mmol ) 
and 3 hours it agitated that way to mixed solution of 
methylene chloride 6 ml including under ice cooling ■ N- 
methylmorpholine 0.1 3 ml (1.2 mmol ). 

In this reaction mixture, trans-4- amino cyclohexyl t-butyl 
acetate 243 mg (1.14 mmol ) and it dripped solution which 
melts the N- methylmorpholine 0.1 3 ml (1.2 mmol ) in 
methylene chloride 4.5 ml with 0-4 deg C, after that 18 -hour 
agitatedwith room temperature. 

It diluted reaction mixture with ethylacetate, washed with 0.2 
Nhydrochloric acid ' saturated saline '5% sodium 
bicarbonate water, and the saturated saline after drying with 
anhydrous magnesium sulfate, it removed low boiling 
substance under the vacuum. 



IR (neat ): 2900, 1720, 1450 and 1370 cm* 1 
[0147] 

Working Example 6 

2 -amidino-6- { {(4 -t-butoxycarbonyl methyl cyclohexyl ) 
amino carbonyl } methyl } naphthalene {compound (38)} 
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■(" 
1- ■ 



■=4:i> • <t mm 



■-6- * (4-t- 



-.(•■•-:- -=78:22) ■ &fe@ft£ ■ 
358mg(77%)f# - . 

l H-NMR(500MHz,CDCl 3 ) " • ' ' ftSms :8.21 
(s, 1H), 7.90 - 7.84 (2H), 7.77 (s, 1H),7.61 (dd, 
J=8.5, 1.6Hz, 1H), 7.52 (dd, J=8.4, 1.6Hz, 
1H),5.29 (d, J=7.5Hz, 1H), 4.05 (s, 1H), 3.72 (s, 
2H),2.08 (d, J=7.0Hz, 2H), 1.95 (m, 2H), 1.74 
(m, 2H), 1.7-1.6 (1H),1.42 (s, 9H), 1.15 - 0.95 
(m, 4H) 

MS(EI): 406 (M + ),350 
"0148 ■ 



2- • (4-t- " ' • " 
') 

- Mb£tt(38)' 

*S ■ ft ' ■ ■ c 



-6- 

-mmm 3 mm ■ 



327mg(0.805mmol) 



0.8ml 



ft 



• ■ ■ 8ml ■ ;S£;1£* - flMbkft&JEffi ■ 

**s 

ft 10ml 4 s " " 

■ ■ ■ ■ 1)75ml(12mmol)££j£ 
ft ■ # ■ 0 

ft 6.5mi * " Wf 

M 87mg(l.lmmol)4:filS 1 " " 2>f 
JK ft" ■ " <b£^38)( 

=75:25) ■ <* it ymmm - mn&mttt ■ 

355mg(85%)t# ■ 0 

! H-NMR(500MHz,DMSO-d6 ) ■ ■ ■ ■ ft 5 
tms:9.30 (bs, 4H), 8.44 (s 9 1H), 8.09 (d, J=8.7Hz, 
1H),8.02 (d, J=8.6Hz, 1H), 7.88 (s, 1H), 7.80 (dd, 
J=8.6, 1.8Hz, 1H),7.59 (dd, J=8.4, 1.5Hz, 1H), 
3.61 (s, 2H), 3.46 (m),2.07 (d, J=7.0Hz, 2H), 1.85 
- 1.75 (2H), 1.73 - 1.63 (2H),1.59 (m, 1H), 1.39 
(s,9H), 1.25- 1.12 (m, 2H),1.05 - 0.95 (m, 2H) 

■0149 " 

ft: 



2- ' 

(37) 



'-6- " (4- 



7K 



it ft ft (38) ■ «fe- it 
334mg(0.606mmol) ' i&it m ' " '24ml 

P^6.8ml(88mmol) 



It refined residue which it acquires with silica gel column 
chromatography (chloroform: ethylacetate=4 : 1 ), 358 mg 
(77%)it acquired 2 -cyano-6- with {{(4 -t-butoxycarbonyl 
methyl cyclohexyl ) amino carbonyl } methyl } naphthalene 
(trans: cis=78:22 ) as colorless solid. 

<sup>lH-nmr (500 MHz, CD Cl 3 ) trans isomer;de 
<sub>TMS :8.21 (s, 1H ), 7.90 - 7.84 (2 H ), 7.77 (s, 1H ), 
7.61 (dd, J=8.5, 1.6 Hz, 1H ), 7.52(dd, J=8.4, 1.6 Hz, 1H ), 
5.29 (d, J=7.5 Hz, 1H ), 4.05 (s, 1H ), 3.72 (s, 2H ), 2.08 (d, 
J=7.0 Hz, 2H ), 1.95 (m, 2H ), 1.74 (m, 2H ), 1.7 - 1.6(1 H ), 
1.42 (s, 9H), 1.15-0.95 (m,4H) 

MS (EI): 406 (M + ),350 
[0148] 

2 - {{(4 -t-butoxycarbonyl methyl cyclohexyl ) amino 
carbonyl } methyl } - It converted to compound (38) from 6 
-cyano naphthalene, with method which is similar to Working 
Example 3. 

Reacting with hydrogen sulfide 6 -cyano compound 327 mg 
(0.805 mmol ), triethylamine 0.8 ml of namely, starting 
material and in the mixed solution of pyridine 8 ml, it 
acquired thio carbamoyl body which corresponds. 

This thio carbamoyl body iodomethane 0.75 ml (12 mmol ) 
with reacting in acetone 10 ml, it acquired thio imidate body 
which corresponds. 

This thio imidate body ammonium acetate 87 mg (1.1 mmol ) 
with reacting in methanol 6.5 ml, compound (38)(trans: 
cis=75:25 ) which is a amidino body which corresponds 355 
mg (85%) it acquiredwith iodide hydrogen acid salt as pale 
yellow solid. 

<sup>lH-nmr (500 MHz, DMSO-d 6 ) trans isomer; de 
<sub>TMS :9.30 (bs, 4H ), 8.44 (s, 1H ), 8.09 (d, J=8.7 Hz, 
1H ), 8.02 (d, J=8.6 Hz, 1H ), 7.88 (s, 1H ), 7.80(dd, J=8.6, 
1.8 Hz, 1H ), 7.59 (dd, J-8.4, 1.5 Hz, 1H ), 3.61 (s, 2H ), 3.46 
(m ), 2.07 (d, J=7.0 Hz, 2H ), 1.85 - 1.75 (2 H ), 1.73 - 1.63(2 
H), 1.59 (m, 1H), 1.39 (s, 9H ), 1.25- 1.12 (m, 2H ), 1.05 - 
0.95 (m, 2H ) 

[0149] 

Working Example 7 

2 -amidino-6- { {(4 -carboxymethyl cyclohexyl ) amino 
carbonyl } methyl } naphthalene {compound (37)} 

It melted iodide hydrogen acid salt 334 mg (0.606 mmol ) of 
compound (38) in methylene chloride 24 ml, trifluoroacetic 
acid 6.8 ml (88 mmol )added to this solution, 3 hours agitated 
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3 #mm& 



' ■ ■ met ■ ■ 

RP-18 f " ' 
=70:30) 1 JC UK - - fc^KB7)( 
=73:27) mm '*lfe@<*£ ' 
291mg(£*M)f# ' o 

l H-NMR(500MHz,DMSO-d 6 ) • ■ ■ 'fad 
TMS :9.43 (s, 2H), 9.32 (s, 2H), 8.46 (s, 1H), 8.09 
(d, J=8.7Hz, 1H),8.02 (d, J=8.5Hz, 1H), 7.88 (s, 
1H), 7.81 (dd, J=8.6, 1.8Hz, 1H),7.59 (dd, J=8.5, 
1.5Hz, 1H), 3.62 (s, 2H), 3.48 (m),2.09 (d, 
J=7.0Hz, 2H), 1.85 - 1.75 (2H), 1.75 - 1.65 
(2H),1.60 (m, 1H), 1.27 - 1.12 (m, 2H), 1.08 - 
0.95 (m, 2H) 



■0150 ' 



8 



■-2- 



6- " " '-2- 6 

2.17g(12.8mmol) ■ N,N- ' 

50ml • mf$ ■ ■■ ' 

1.45ml(15.3mmol) ■ <fc- 
2.66g(19.2mmol) * f]U ■ "60degC " 2 B$fM]$# 



m m m 



Sit 



■ » 

■ ■ 



with room temperature. 

From reaction mixture it removed low boiling substance 
under vacuum, it refined the residue with RP-18 column 
chromatography (methanol: water=70:30 ), compound (37) 
(trans: cis=73:27 ) 291 mg (quantitative ) it acquired with 
trifluoroacetate as brown solid. 

<sup>lH-nmr (500 MHz, DMSO-d 6 ) trans isomer;de 
<sub>TMS :9.43 (s, 2H ), 9.32 (s, 2H ), 8.46 (s, 1H ), 8.09 (d, 
J=8.7 Hz, 1H ), 8.02 (d, J=8.5 Hz, 1H ), 7.88(s, 1H ), 7.81 
(dd, J=8.6, 1.8 Hz, 1H ), 7.59 (dd, J=8.5, 1.5 Hz, 1H ), 3.62 (s, 
2H ), 3.48 (m ), 2.09 (d, J=7.0 Hz, 2H ), 1.85 - 1.75 (2 H ), 
1.75- 1.65 (2 H ), 1.60 (m, 1H ), 1.27 - 1.12 (m, 2H ), 1.08 - 
0.95 (m, 2H ) 

[0150] 

Working Example 8 

6 -cyano -2- naphthoxy acetic acid 6-cyano -2- naphthol 2.17g 
it melted (12.8 mmol ) in N, N- dimethyl formamide 50 ml, to 
this solution 2 hours itagitated with 60 deg C methyl 
bromoacetate 1.45 ml (15.3 mmol ) and including potassium 
carbonate 2.66g (19.2 mmol ). 



ft- ■ ■ -tttu ■ «tii&'!&*naw7K-7k- 

*R*ttift &m m& 

% "Met ■ ®i ■ 6-- ■ --2- mm 

■ ■ ■ -m&ffifrt ' 2.88g(93%)» ■ o 
•0151 ' 

'H-NMR(CDCl3 ) (5 tms : 8.15 (d, J=0.8Hz, 
1H),7.83 (d, J=9.1Hz, 1H), 7.78 (d, J=8.5Hz, 
1H),7.57 (dd, J=8.4, 1.6Hz, 1H), 7.34 (dd, J=9.0, 
2.6Hz, 1H),7.09 (d, J=2.4Hz, 1H), 4.79 (s, 2H), 
3.85 (s, 3H) 

•0152 " 



You reset reaction mixture to room temperature, this poured 
to underwater, extractedwith ethylacetate, washed extracted 
liquid with sodium bicarbonate-saturated water ' water and 
saturated saline. 

After drying with anhydrous magnesium sulfate, it removed 
low boiling substance under vacuum,2.88 g (93%) it acquired 
6 -cyano -2- naphthoxy methyl acetate as colorless solid. 

[0151] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.15 (d, J=0.8 Hz, 
1H ), 7.83 (d, J=9.1 Hz, 1H ), 7.78 (d, J=8.5 Hz, 1H ), 7.57 
(dd, J=8.4, 1.6 Hz, 1H ), 7.34 (dd, J=9.0, 2.6 Hz, 1H ), 7.09 
(d, J=2.4 Hz, 1H ),4.79 (s, 2H ), 3.85 (s, 3H ) 

[0152] 

6 -cyano -2- naphthoxy methyl acetate 2.8 Ig it melted (1 1.7 
mmol ) in ethanol 50 ml, it reset to room temperature afterthis 
in this solution including under ice cooling INsodium 
hydroxide water solution 14 ml, 1 hour agitated. 

acidic (pH 2-3 ) with it did in this reaction mixture including 
1 Nhydrochloric acid, it filtered solid which was precipitated, 
2.49 g (94%) it acquired 6 -cyano -2- naphthoxy acetic acid as 
colorless solid. 

1 H-NMR(DMSO-d 6 )d TM s: 8.43 (s, 1H),7.93 (d, <sup>lH-nmr (DMSO-d^ide <sub>TMS : 8.43 (s, 1H),7.93 



■ ■ a 
■ ■ ■ 



6- ■ ■ ■ -2- ■ ■ ■ ■ ■ m Wt 

2.81g(11.7mmol) 50ml ■ »fi 
• £ft ■ fcftT IN fcWtit 
14ml "in t^S 1 B#|B|« 

- ■ ' IN igft ■ m " " i£l4(pH2~3)i: 

' Ufa ■ "SIX • T5- • ■ '-2- ■ ■ ■ • 

■ mm - m&m&t ■ 2.49g(94%)# - . 
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J=9.0Hz, 1H), 7.88 (d, J=8.5Hz, 1H),7.66 (d, 
J=8.5Hz, 1H), 7.29 (d, J=9.1Hz, 1H), 7.22 (s, 
1H),4.29 (s, 2H) 



(d, J=9.0 Hz, 1H ), 7.88 (d, J=8.5 Hz, IH ), 7.66 (d, J=8.5 Hz, 
1H ), 7.29 (d, J=9. 1 Hz, 1H ), 7.22 (s, IH ),4.29 (s, 2H ) 





3400, 


2210, 


1615, 


1260, 


1225 


cm-1 


IR (KBr ): 


3400, 


2210, 


1615, 


1260, 


1225 


cm<SP>-K/SP> 


• • 




■ 300 


°C 
















mp 




>300 


* 

















t)153 " 

mmm9 

4- ■ ■ ■ 
4. - - - 



mm 



■ 50.6g(373mmol) ■ 

1 ' " "200ml ■ 1)U " ' ■ TKiglb 

l4.9g(373mmol) ■ 7K 100ml ■ ■ 



[0153] 

Working Example 9 

4 -bipyridyl methyl acetate 

4 -piperidone acetate 50.6g solution which next melts sodium 
hydroxide 14.9g (373 mmol ) in water 100 ml including 
tetrahydrofuran 200 ml, was added to (373 mmol ). 



- . ag^g - . 

54ml(378mmol) "30ml - 

■ ■ ?$ 5ft ■ ■ J? * M it 

14.9g(373mmol) " 7K 100ml ■ feM ' ■ 7R 
JfrT'EB*" 30 »W ' -asT t 

■ 2.5 ftffimw ■ ■ o 

■ft* {B»jS*-MET-B£- 

• ■■■■■■■■»■■ j"4« ■ ■ ■ ■ ■ * 
3Htfe»tt£ ■ 77.4g(89%)f# " o 

i H-NMR(CDC1j)<5 T ms : 7.38 - 7.36 (m, 5H),5.17 
(s, 2H), 3.78 (t, J=6.2Hz, 4H), 2.44 (t, J=6.1Hz, 
4H) 

"0154 " 

N- =4- 

4.52g(19.4mmol) 'J: Et& " 

• • 3.2ml(20mmol) 50ml ■ ' ' 

• ■ fcfa ...... i.24g(53.9mmol) ■ ■ ■ ■ 

• • 13ml " mm . 
?K;tT - Jn <^;S " 3.5 ttliflftft ' 



In this solution, 30 min applying solution ■ which melts 
benzyloxycarbonyl chloride 54 ml (378 mmol ) in 
tetrahydrofuran 30 ml and solution which melts sodium 
hydroxide 14.9g (373 mmol ) in water 100 ml simultaneously 
on under ice cooling, it dripped, after that 2.5 hours agitated 
with room temperature. 

It extracted reaction mixture with ethylacetate, washed 
extracted liquid with the saturated saline, and water after 
drying with anhydrous magnesium sulfate, removing low 
boiling substance under vacuum, 77.4 g (89%) it acquired 
with N- benzyloxycarbonyl-4- piperidone as the pale yellow 
oily. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.38 - 7.36 (m, 5H ), 
5.17 (s, 2H ), 3.78 (t, J=6.2 Hz, 4H ), 2.44 (t, J=6.1 Hz, 4H ) 

[0154] 

N- benzyloxycarbonyl-4- piperidone 4.52g (19.4 mmol ) and 
it melted dimethyl phosphono methyl acetate 3.2 ml (20 
mmol ) in benzene 50 ml, after that 3.5 hours it agitated with 
room temperature sodium methoxide solution which melts 
sodium 1.24g (53.9 mmol ) in methanol 13 ml in this solution 
in addition to under ice cooling. 



■ -mm - mum ■ t&fa£i£7R ■ * *■» 
* ■ **ttift ft*s 

MET -B* ■ 'o 



It concentrated this reaction mixture under vacuum, extracted 
residual liquid with ethylacetate, washed extracted liquid with 
saturated saline, and water after dryingwith anhydrous 
magnesium sulfate, it removed low boiling substance under 
vacuum. 
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' -(n-- ' • • -=4:1~2:1) ■ £ « 

S ■ N- -4- " ■ ' 1 

■■■atJtftattt ■ 

3.64g(65%)f# ' o 

1 H-NMR(CDC1 3 )(5tms: 7.38 - 7.33 (m, 5H),5.73 
(s, 1H), 5.15 (s, 2H), 3.69 (s, 3H),3.57 (dd, 
J=l 1.0, 4.8Hz, 4H), 2.96 (t, J=5.6Hz, 2H),2.30 (t, 
J=5.5Hz, 2H) 

t)155 ' 

N- - a 4- 

■ ■ ■ 1.54g(5.32mmol) 100ml 
* ' 10% vlM 

i.32 g ■ m ■ ■**»hstf -ss ■ 20 mum 



■ ■ ■ ■ 



ET'BS' n- 

•tftt ' 730mg(87%)f# ' 0 

'H-NMR(CDC1 3 )5tms: 3.58 (s, 3H),2.91 - 2.85 
(m, 2H), 2.42 (m, 2H), 2.14 (d, J=l 3.0Hz, 
2H),1.53 (d, J=12.0Hz, 2H), 1.02 (ddd, J=24.0, 
12.0, 4.0Hz, 2H) 

■0156 " 

mmm 10 



2- 



'-6- ■ (4- 



(9)' 

6 . . . ._ 2 _ gfrgg 834mg(3.67mmol) ■ 

N,N- 15ml " ' 

" l-(3- )-3- " ' ' ■ 

704mg(3.67mmol) ■ £ 4- 

ffiW. " ' " 577mg(3.67mmol) * JjD 

• -SS " 16 ftfflfttt ' ' o 

■ *+ • a ■ -B» ■ ■ ■ ■ »HJ ■ # 
T ■ ■* ■ ■ . 

b» 

• "(n- ' • ■ Vffit " " "=5:5-1:9) ' <£ « 
K ■ 2- ■ • "-6- ■ (4- 

■-•••) ^ 

fi@<*£: ■ 448mg(33%)t# ■ . 

"0157 " 

l H-NMR(500MHz,CDCl 3 ) £ tms : 8.15 (s, 
1H),7.82 (d, J=9.0Hz, 1H), 7.80 (d, J=8.5Hz, 
IH),7.57 (dd, J=8.5, 1.6Hz, 1H), 7.30 (dd, J=9.0, 



It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=4 : 1—2: 1 ), 3.64 g 
(65%) it acquired with N- benzyloxycarbonyl-4- ■ " jp9 di 
jp9 " ' methyl acetate as pale yellow oily. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.38 - 7.33 (m, 5H ), 
5.73 (s, 1H ), 5.15 (s, 2H ), 3.69 (s, 3H ), 3.57 (dd, J=11.0, 4.8 
Hz, 4H ), 2.96 (t, J=5.6 Hz, 2H ),2.30 (t, J=5.5 Hz, 2H ) 

[0155] 

It melted N- benzyloxycarbonyl-4- " ' jp9 di jp9 " " 
methyl acetate 1.54g (5.32 mmol ) in methanol 100 ml, to this 
solution under hydrogen atmosphere, 20 hour it agitated with 
room temperature including 10% palladium-carbon 1.32g. 

After filtering reaction mixture, from filtrate it removed low 
boiling substance under vacuum, 730 mg (87%) it acquired 4 
-bipyridyl methyl acetate as paste. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 3.58 (s, 3H ), 2.91 - 
2.85 (m, 2H ), 2.42 (m, 2H ), 2.14 (d, JM13.0 Hz, 2H ), 1.53 
(d, J=12.0 Hz, 2H ),1.02 (ddd, J=24.0, 12.0, 4.0 Hz, 2H ) 

[0156] 

Working Example 10 

2 -amidino-6- { {(4 -methoxycarbonyl methyl piperidino ) 
carbonyl } methoxy } naphthalene {compound (9)} 

6 -cyano -2- naphthoxy acetic acid 834 mg it melted (3.67 
mmol ) in N, N- dimethylformamide 15 ml, to this solution 16 
hours itagitated with room temperature 1 - (3 
-dimethylaminopropyl ) - 3 -ethyl carbodiimide acetate 704 
mg (3.67 mmol ) and 4 -bipyridyl methyl acetate 577 mg 
including(3.67 mmol ). 

You poured reaction mixture to underwater, extracted with 
ethylacetate, washed extracted liquid with saturated saline, 
and water after drying with anhydrous magnesium sulfate,you 
removed low boiling substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5:5~l :9 ), 448 mg 
(33%)it acquired 2 -cyano-6- with {{(4 -methoxycarbonyl 
methyl piperidino ) carbonyl } methoxy } naphthalene as 
colorless solid. 

[0157] 

<sup>lH-nmr (500 MHz, CD Cl 3 );de <sub>TMS : 8. 15 (s, 
1H ), 7.82 (d, J=9.0 Hz, 1H ), 7.80 (d, J=8.5 Hz, 1H ), 7.57 
(dd, J=8.5, 1.6 Hz, 1H ), 7.30 (dd, J=9.0, 2.6 Hz, 1H ), 7.22 
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2.6Hz, 1H),7.22 (d, J=2.4Hz, 1H), 4.83 (s, 2H), 
4.61 - 4.54 (m, 1H),4.04 - 3.97 (m, 1H), 3.67 (s, 
3H), 3.13 (td, J=12.7, 1.7Hz, 1H),2.67 (td, 1H, 
J=12.7, 2.4Hz, 1H), 2.24 (d, J=6.8Hz, 2H),2.16 - 
1.95 (m, 1H), 1.89- 1.71 (m, 2H), 1.30-1.11 (m, 
2H) 

"0158 ' 

2- • • --6- " (4- 

' ")■ it*® 

(9) ■ ■ && ■ -mmmitrnm ■ • ■ ■ 

0 

fll ■ 2- 1 ■ " it 

448mg(1.22mmol) 2ml ' cfc 
■ ■ ■ ■ 14ml ■ -aUbTKJRtKlC ■ 



(* 10ml 4" ■ " 

1.0ml(16mmol)<h£J£ ■ ' ' ' ' 

W M# ' o 

<* 5mi + ■ mm 

• 500mg(6.49mmol)i:S)$ ' ' ' 

" Mb*H9) 

" 128mg(21%)f# ' o 

»u 

58 ' £lb =^9:1-7:3 ■ ffl 1 " 0 

■0159 " 

, H-NMR(500MHz,DMSO-d 6 )5 T M S :10.26 - 8.90 
(br, 3H), 8.41 (s, 1H), 8.01 (d, J=9.0Hz, 1H),7.97 
(d, J=8.7Hz, 1H), 7.77 (dd, J=8.7, 1.9Hz, 
1H),7.40 (d, J=2.0Hz, 1H), 7.36 (dd, J=8.9, 
2.4Hz, 1H),4.99 (d, J=6.0Hz, 2H), 4.30 (d, 
J=12.5Hz, 1H),3.86 (d, J=13.6Hz, 1H), 3.60 (s, 
3H), 3.09 (t, J=12.6Hz, 1H),2.67 (t, J=12.6Hz, 
1H), 2.29 (d, J=7.0Hz, 2H),2.00 - 1.95 (m, 1H), 
1.83 (s, 3H), 1.74 - 1.67 (m, 2H),1.29 - 1.24 (m, 
1H), 1.08 - 1.02 (m, 1H) 

■0160 ' 

nrnmn 



2- 



•-6- ■ (4- 



ft£^(8) ■ 



T 



lb£^(9) ■ 86mg(0.17mmol) 

■ 5ml " cfc IN KMit 
0.87ml(0.87mmol) " tU " m M)m ' 1 8*Fb1^** " 

o 

■ ma - -®<* '*t 

■ -KM - m it$m m " "IHl"**!* 



(d, J=2.4 Hz, 1H ),4.83 (s, 2H ), 4.61 - 4.54 (m, 1H ), 4.04 - 
3.97 (m, 1H),3.67 (s, 3H ),3.13(td, J=12.7, 1.7 Hz, 1H), 
2.67 (td, 1H, J=12.7, 2.4 Hz, 1H ),2.24 (d, J=6.8 Hz, 2H ), 
2.16-1.95 (m, 1H), 1.89-1.71 (m, 2H), 1.30- 1.11 (m, 2H ) 



[0158] 

2 -cyano-6- it converted to compound (9) from {{(4 
-methoxycarbonyl methyl piperidino ) carbonyl } methoxy } 
naphthalene, with the method which is similar to Working 
Example 3. 

Reacting with hydrogen sulfide 2 -cyano compound 448 mg 
(1.22 mmol ), triethylamine 2 ml of namely, starting material 
and in the mixed solution of pyridine 14 ml, it acquired thio 
carbamoyl body which corresponds. 

This thio carbamoyl body iodomethane 1.0 ml (16 mmol ) 
with reacting in acetone 10 ml, it acquired thio imidate body 
which corresponds. 

This thio imidate body ammonium acetate 500 mg (6.49 
mmol ) with reacting in methanol 5 ml, compound (9)which is 
a amidino body which corresponds 128 mg (21%) it acquired 
with acetic acid salt as brown solid. 

Furthermore, eluate of silica gel column chromatography used 
methylene chloride: methanol=9 : 1-7:3. 

[0159] 

<sup>lH-nmr (500 MHz, DMSO-d 6 );de <sub>TMS : 10.26 - 
8.90 (br, 3H ), 8.41 (s, 1H ), 8.01 (d, J=9.0 Hz, 1H ), 7.97 (d, 
J=8.7 Hz, 1H ), 7.77 (dd, J=8.7, 1.9 Hz, 1H ), 7.40 (d, J=2.0 
Hz, 1H ),7.36 (dd, J=8.9, 2.4 Hz, 1H ), 4.99 (d, J=6.0 Hz, 
2H ), 4.30 (d, J=12.5 Hz, 1H ), 3.86 (d, J=13.6 Hz, 1H ), 3.60 
(s, 3H ), 3.09 (t, J=12.6 Hz, 1H ), 2.67 (t, J=12.6 Hz, 1H ), 
2.29(d, J=7.0 Hz, 2H ), 2.00 - 1.95 (m, 1H ), 1.83 (s, 3H ), 
1.74 - 1.67 (m, 2H ), 1.29 - 1.24 (m, 1H ), 1.08 -1.02 (m, 1H ) 



[0160] 

Working Example 1 1 

2 -amidino-6- {{(4 -carboxy methyl piperidino ) carbonyl } 
methoxy } naphthalene {compound (8)} 

To acetic acid salt 86 mg (0. 1 7 mmol ) of compound (9) 1 
hour it agitated with room temperature including ethanol 5 ml 
and 1 Nsodium hydroxide water solution 0.87 ml (0.87 
mmol ). 

It neutralized in this reaction mixture including tosyl acid 
monohydrate, recrystallization it did the solid which was 
precipitated from mixed solvent of water and the ethanol, 
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Skt • 29mg(38%)f# " o 

l H-NMR(500MHz,DMSO-d 6 ) 6 ™s : 12.09 (s, 
1H),9.33 (s, 2H), 8.87 (s, 2H), 8.41 (s, 1H), 8.01 
(d, J=9.0Hz, 1H),7.98 (d, J=8.7Hz, IH), 7.77 (dd, 
J=8.7, 1.9Hz, 1H),7.47 (d, J=8.0Hz, IH), 7.40 (d, 
J=2.4Hz, 1H),7.36 (dd, J=9.0, 2.5Hz, IH), 7.10 
(d, J=8.0Hz, 1H),5.02 (d, J=14.0Hz, IH), 4.98 (d, 
J=!4.0Hz, 1H),4.30 (d, J=12.0Hz, IH), 3.86 (d, 
J=13.0Hz, IH), 3.09 (t, J=12.0Hz,lH), 2.64 ft 
J=13.0Hz, IH), 2.29 (s, 1.5H), 2.18 (d, J=7.0Hz, 
2H),1.97 - 1.91 (m, IH), 1.76 - 1.70 (m, 2H), 
1.28 - 1.21 (m, 1H),1.07 - 1.01 (m, IH) 

"0161 ' 

mmm n 



2- 1 



■-6- ■ (4- 



ft' 



£^(2) " 



^-15degC 10ml ■ l&ft 1 

■ ■ • 2.6ml(36mmoI) "35T ' 3fc ' m 4- ■ • ■ 

»1.37g(9.57mmol) ■ 

»■ -m m - " ■ ■ 3 ammw 

« ■ 

o 

fiJS«"»ET'»tt' «rtt - Watt 

atst ■ n- 

■ 'mi&'m&®ftt 

■ ■ 1.69g(91%)# ■ o 

1 H-NMR(DMSO-d 6 )5 T Ms:8.30 - 8.00 (bs, 3H), 
3.62 (s, 3H), 3.59 (s, 3H),3.10 - 2.80 (m, IH), 
2.60 (m, 0.6H), 2.25 (m, 0.4H),2.12 - 1.35 (m, 
8H) 

■0162 ■ 

6- • • "-2- iFi£ 603mg(2.65mmol) ■ 
ikit ' m " MOml " ?&# " ■ S$ " 2- • ■ 

■ -4,6- -1,3,5- 
490mg(2.65mmol) ■ & N- 
0.31ml(2.7mmol) ■ 7K#T m 1X1 r3 B# 

mmn ■ ■ . 

' " £J£$ • '4- 

S • ■ -ttfttt 513mg(2.7mmol) ' <fe N- ' ' 

0.31ml(2.7mmol) ' ^ft ■ ■ • ■ 

10ml ■ ■ '5S5ft ■ yK/vT "Jin i: 



compound (8) 29 mg (38%) it acquired with tosylate as the 
yellow crystal. 

<sup>lH-nmr (500 MHz, DMSO-d 6 );de <sub>TMS : 12.09 
(s, IH ), 9.33 (s, 2H ), 8.87 (s, 2H ), 8.41 (s, IH ), 8.01 (d, 
J=9.0 Hz, IH ), 7.98 (d, J=8.7 Hz, IH ),7.77 (dd, J=8.7, 1.9 
Hz, IH ), 7.47 (d, J=8.0 Hz, IH ), 7.40 (d, J=2.4 Hz, IH ), 
7.36 (dd, J=9.0, 2,5 Hz, IH ), 7.10 (d, J=8.0 Hz, IH ), 5.02 (d, 
J=14.0 Hz, IH ), 4.98 (d, J=14.0 Hz, IH ), 4.30(d, J=12.0 Hz, 
IH ), 3.86 (d, J=13.0 Hz, IH ), 3.09 ft J=12.0 Hz,lH ), 2.64 
(t, J-13.0 Hz, IH ), 2.29 (s, 1.5H ), 2.18 (d, J=7.0 Hz, 2H ), 
1.97-1.91 (m, IH), 1.76- 1.70 (m, 2H), 1.28-1.21 (m, IH), 
1.07- 1.01 (m, IH) 

[0161] 

Working Example 1 2 

2 -amidino-6- {{(4 -methoxycarbonyl cyclohexyl ) amino 
carbonyl } methoxy } naphthalene {compound (2)} 

Approximately, - it dripped thionyl chloride 2.6 ml (36 
mmol ) to methanol 10 ml which was cooledin 15 deg C, 4 
-amino cyclohexanecarboxylic acid 1.37g added (9.57 mmol ) 
next, gradually after that reset to room temperature and 3 -day 
period agitated. 

It concentrated reaction mixture under vacuum, it filtered 
solid whichwas precipitated, washed with diethyl ether, 4 
-amino cyclohexyl carboxylic acid methyl 1.69 g (91%) 
itacquired with acetate as colorless solid. 

<sup>lH-nmr (DMSO-d<>);de <sub>TMS :8.30 - 8.00 (bs, 
3H ), 3.62 (s, 3H ), 3.59 (s, 3H ), 3.10 - 2.80 (m, IH ), 2.60 
(m, 0.6H ),2.25 (m, 0.4H ), 2.12 - 1.35 (m, 8H ) 

[0162] 

6 -cyano -2- naphthoxy acetic acid 603 mg it melted (2.65 
mmol ) in methylene chloride 10 ml, 3 hours it agitated that 
wayto this solution 2 -chloro-4,6-dimethoxy-l,3,5-triazine 
490 mg (2.65 mmol ) and N- methylmorpholine 0. 3 1 ml (2.7 
mmol ) in addition to under ice cooling. 

In this reaction mixture, you reset to room temperature after 
this 4 -amino cyclohexyl carboxylic acid methyl acetate 513 
mg (2.7 mmol ) and the solution which melts N- 
methylmorpholine 0. 31 ml (2.7 mmol ) in methylene chloride 
10 ml in addition to under ice cooling,20 hour agitated this. 

After concentrating reaction mixture under vacuum, it diluted 
with the ethylacetate, washed with 0.2 Nhydrochloric acid " 
saturated saline and water. 
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IfcJH iB&& After drying with anhydrous magnesium sulfate, low boiling 

ft ' SET ■ S£ * ' o substance was removed under vacuum. 

% ■ 4"l 5Sa2 It refined residue which it acquires with silica gel column 

• "(n-' ■ " vBfiS" ■ -=1:1) • cfe IAS ' ' chromatography (n- hexane: ethylacetate=l:l ), 687 mg 
2- ■ " -6- " (4- (71%)it acquired 2 -cyano-6- with {{(4 -methoxycarbonyl 

■ ) " ' ■ ' "^Sfe cyclohexyl ) amino carbonyl } methoxy } naphthalene as 

@ft<t ■ 687mg(71%)# ■ o colorless solid. 

'H-NMR(CDC1 3 )<5tms : 8.17 (s, 1H),7.83 (d, <sup>!H-nmr (CD Cl 3 );de <sub>TMS : 8.17 (s, 1H ), 7.83 

J=9.9Hz, 1H), 7.83 (d, J=8.6Hz, 1H),7.60 (d, (d, J=9.9 Hz, 1H ), 7.83 (d, J=8.6 Hz, 1H ), 7.60 (d, J=8.6 Hz, 

J=8.6Hz, 1H), 7.35 - 7.26 (m, 1H), 7.12 (m, 1H ), 7.35 - 7.26 (m, 1H ),7. 12 (m, 1H ), 6.62 - 6.30 (dx2, 

1H),6.62 - 6.30 (dx2, 1H), 4.62 (s, 2H), 4.13 - 1H ), 4.62 (s, 2H ), 4.13 - 3.75 (m, 1H ), 3.67 (s, 3H ), 2.60 - 

3.75 (m, 1H),3.67 (s, 3H), 2.60 - 2.20 (m, 1H), 2.20(m, 1H ), 2.05 - 1.10 (m, 8H ) 
2.05- 1.10 (m, 8H) 

D163 " [0163] 

2- ■ ' -6- " (4- 2 -cyano-6- it converted to compound (2) from {{(4 

■ ) ■ it -methoxycarbonyl cyclohexyl ) amino carbonyl } methoxy } 
a ft(2) ■ ■ ' "HffitflJ 3 tWlffi ■ ff 1 1 naphthalene, in sameway as Working Example 3. 



If 3ft ■ 2- ' ■ ■ ft683mg(1.86mmol) 

■ ' - 2ml " ■ • " • 20ml 1 ;g 

(*■#■. 

ft 15ml + ' ' 

1.5ml(24mmoI)<tKJ£ 

ft ■ % ' o 

ft 10ml *P 

108mg(1.40mmol)i:£J£ ' ' ' 

It ft' ' Mfc£tt(2)-«Mb ** 
WA " Mfe@ft<b ' 219mg(23%)*# ■ o 

»m 

& ' *19:1~9:1 1 ffl ' 



2 -cyano compound 683 mg (1.86 mmol ) of namely, starting 
material reacting with hydrogen sulfide in mixed solution of 
triethylamine 2 ml and pyridine 20 ml, it acquired thio 
carbamoyl body which corresponds. 

This thio carbamoyl body iodomethane 1.5 ml (24 mmol ) 
with reacting in acetone 15 ml, it acquired thio imidate body 
which corresponds. 

This thio imidate body ammonium acetate 108 mg (1.40 
mmol ) with reacting in methanol 10 ml, compound (2)which 
is a amidino body which corresponds 219 mg (23%) it 
acquired with iodide hydrogen acid salt as yellow solid. 

Furthermore, eluate of silica gel column chromatography used 
methylene chloride: methanol=l 9 : 1-9 : 1. 



'H-NMR^OOMH^DMSO-de ) <5 tms : 9.10 (m, 
3H),8.40 (s, 1H), 8.02 (m, 1H), 7.98 (m, 1H),7.78 
(dd, J=8.6, 1.7Hz, 1H), 7.42 - 7.39 (m, 2H),4.66, 
4.64 (each s, 2H), 3.80 (m, 1H), 3.59 (s, 3H),2.25 
(m, 1H), 1.95 - 1.25 (m, 8H) 

■0164 ' 

mmm n 

2- - - • --6- ■ (4- )'■ 
■ ■ ' ' ' 

1b£^(2)218mg(0.426mmol) 10ml 

• <£ in fcMit 5mi ■ m ' ' 

£1 ■ i ftffimw ■ ■ o 

- • fijfcjfc ■ IN " JjD " ■ i84(pH2~3)i: 



<sup>lH-nmr (500 MHz, DMSO-d 6 );de <sub>TMS : 9.10 
(m, 3H ), 8.40 (s, 1H ), 8.02 (m, 1H ), 7.98 (m, 1H ), 7.78 (dd, 
J-8.6, 1.7 Hz, 1H ), 7.42 -7.39 (m, 2H ), 4. 66 and 4. 64 (each 
s, 2H ), 3.80 (m, 1H ), 3.59 (s, 3H ), 2.25 (m, 1H ), 1.95 - 
1.25(m, 8H) 

[0164] 

Working Example 1 3 

2 -amidino-6- {{(4 -carboxy cyclohexyl ) amino carbonyl } 
methoxy } naphthalene {compound (1)} 

compound (2) to 218 mg (0.426 mmol ) 1 hour it agitated 
with room temperature including ethanol 10 ml and 1 
Nsodium hydroxide water solution 5 ml. 

acidic (pH 2-3 ) with it did in this reaction mixture including 
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• MET B56 ■ ■ . 

67mg(39%)*# ' o 

, H-NMR(500MHz,DMSO-d 6 )5 T Ms: 12.10 (bs, 
1H) 5 9.42 (bs, 2H), 9.18 (bs, 2H), 8.45 (s, 1H), 
8.07 (d, J=8.0Hz, 1H),8.02 (m, 1H), 7.98 (d, 
J=8.6Hz, 1H), 7.80 (dd, J=8.6, 1.6Hz, 1H),7.41 
(m, 2H), 4.66 (s, 2H), 2.14 (m, 1H), 3.61 (m, 
1H),1.93 (m, 2H), 1.81 (m, 2H), 1.33 (m, 4H) 

D165 " 

mmm 14 

6- ■ ' "-2- R- ' "-2- • • 

2.00g(8.51mmol) ■ 2- ■ • "-2- * • 

■ 9.0ml(85mmol) - J: t- 50ml ■ ft] 



1 Nhydrochloric acid, removed the ethanol under vacuum. 

It filtered crystal which was precipitated here, washed with 
the water of trace, compound (1) 67 mg (39%) it acquired with 
the acetate as colorless solid. 

<sup>lH-nmr (500 MHz, DMSO-d^de <sub>TMS : 12.10 
(bs, 1H ), 9.42 (bs, 2H ), 9.18 (bs, 2H ), 8.45 (s, 1H ), 8.07 (d, 
J=8.0 Hz, 1H ), 8.02 (m, IH ),7.98 (d, J=8.6 Hz, 1H ), 7.80 
(dd, J=8.6, 1.6 Hz, 1H ), 7.41 (m, 2H ), 4.66 (s, 2H ), 2.14 (m, 
1H ), 3.61 (m, 1H ), 1.93 (m, 2H ), 1.81(m, 2H ), 1.33 (m, 
4H) 

[0165] 

Working Example 14 

6 -cyano -2- naphthalenecarboxylic acid 6-bromo -2- 
naphthaldehyde 2.00g 2 -methyl -2- butene 9.0 ml (85 mmol ) 
and t-butanol 50 ml was added to (8.51 mmol ). 



■ -a 

(85%)1.16g(10.9mmol) 1 Jt ■ ■ ^~7K*§ ' ' 

■ ■ ' -TtOfP^ 1.08g(6.92mmol) "* 8.6ml * 

»»■ -ST <ti am 

JSKift ' 6N TKISlb *»jft "in ■ ■ 

. . . tt( v - . . 12 0ml -ft] 

7KB -Sttit ■ Ktt(pHi~2)£ " ffffl ■ -a 
ft ■ 39k ■ 6- ■ ■ B -2- ■ M 

ftfe@<*£ ' 1.48g(69%)# " o 

t)166 " 



6- " " ' -2- 

1.00g(3.98mmol) 



15ml JlD 





908mg(8.40mmol) ■ <fc 4- 

■ 49mg(0.40mmol) ■ ft] ' 'Jfe 

■ ■ ■ ■ 908mg(4.40mmol) " ft] " "3E 

5 ■ 42 ttMtttt ■ ' o 

415ft" Mtt3fcjS*!l "MET ■ 



'SI6ft ■ 6-" " '-2- 

• " ~m&H£&t ' 620mg(45%)i# 



•0167 " 

'H-NMR(CDC1 3 )5 TMS : 8.61 (s, 1H),8.13 (dd, 
J=8.7, 1.6Hz, 1H), 8.06 (s, 1H), 7.83 (d, J=8.7Hz, 
1H),7.80 (d, J=8.7Hz, 1H), 7.62 (dd, J=8.7, 



In this mixed solution, chlorous acid sodium (85%) it dripped 
solution which melts sodium dihydrogen phosphate dihydrate 
1.08g (6.92 mmol ) in water 8.6 ml 1.16 g (10.9 mmol ) and 
with room temperature, after that 1 day agitated. 

In reaction mixture after making alkaline including 6 
Nsodium hydroxide water solutions, youwashed with diethyl 
ether including water 120 ml. 

acidic (pH 1~2 ) with it did water layer with concentrated 
hydrochloric acid, it filtered the solid which was precipitated, 
1.48 g (69%) it acquired 6 -bromo -2- naphthalenecarboxylic 
acid as colorless solid. 

[0166] 

6 -bromo -2- naphthalenecarboxylic acid l.OOg 15 ml it added 
diethyl ether to (3.98 mmol ), to this mixed solution 42 hours 
it agitated with room temperature including benzyl alcohol 
908 mg (8.40 mmol ) and 4 -dimethylamino pyridine 49 mg 
(0.40 mmol ),including dicyclohexyl carbodiimide 908 mg 
(4.40 mmol ) next. 

reaction mixture was filtered, from filtrate low boiling 
substance was removed under the vacuum. 

recry stall ization it did residue which it acquires from mixed 
solvent of the ethylacetate and n- hexane, 620 mg (45%) it 
acquired 6 -bromo -2- naphthalenecarboxylic acid benzyl as 
colorless crystal. 

[0167] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.61 (s, IH ), 8.13 
(dd, J=8.7, 1.6 Hz, IH ), 8.06 (s, IH ), 7.83 (d, J=8.7 Hz, 
IH ), 7.80 (d, J=8.7 Hz, IH ), 7.62 (dd, J-8.7, 1.6 Hz, 
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1.6Hz, 1H),7.6 - 7.2 (m, 5H), 5.44 (s, 2H) 
t)168 • 



■-2- ' 



6- " ' '-2- 

600mg(1.76mmol) " 1,3-' ' 
• ■ 1.8ml " ft] " "Jfc ' 1 1 1 MbW — ■ 
220mg(2.46mmol) ■ ft] 1 M50degC ■ 8B#FbHS 



■ -ttttliftfe- Itift- ■ ■ ■ -ft 

• «fc * ' ■ **tt!ft ■ ' ■ " 



. . (n _. . . ..pn- - -=5:1) • cfe ftS- ' 
6-' " '-2- »■ ■ 

@{*<t - 210mg(42%)» • o 

t)169 ■ 

'H-NMR(CDClj )6 TMS : 8.68 (s, 1H) } 8.28 (s, 
1H), 8.23 (dd, J=8.6, 1.6Hz, 1H), 8.05 (d, 
J=8.6Hz, 1H),7.96 (d, J=8.6Hz, 1H), 7.69 (dd, 
J=8.6, 1.6Hz, 1H),7.6 - 7.2 (m, 5H), 5.46 (s, 2H) 

t)170 ■ 

6- ■ ■ --2- ■ m m ■ ■ 

210mg(0.73mmol) ■ ■ 1 '2ml ■ i§ 
»■ " 10% fltflt 21mg ■ 

to - -*mmm%T -sa ■ 4 &p B i$# ■ • . 

• ■ £££ ■ 0.5N7Kl£<b • ■ ■ " **« 1.5ml 

•jo • -tfuiM ■** a« ■ 

± fit* • 0.5N TKSHb - - - • * 

»«"*#■ aatat^a-^- ■ --#1 

SET ' « • • • • --gfe 

*i ■ aaa ■ a ■ wt(pHi~2)fc ■ wtt ■ 
■H* B a» B ■ --2- 

■ ' 100mg(69%)f# ■ c 

t)171 ■ 

1 H-NMR(DMSO-d 6 )(5 T Ms: 8.72 (s, 1H),8.68 (s, 
1H), 8.33 (d, J=8.6Hz, 1H), 8.17 (d, J=8.7Hz, 
1H),8.10 (d, J=8.7Hz, 1H), 7.88 (d, J=8.6Hz, 1H) 

■0172 ■ 

Sffiffil 15 



lH),7.6-7.2 (m, 5H ), 5.44 (s, 2H ) 
[0168] 

6 -bromo -2- naphthalenecarboxylic acid benzyl 600 mg to 
(1.76 mmol ) 8 -hour it agitated with 150 deg C 1 and 3 
-dimethyl -2- imidazolidinone 1.8 ml including, including 
cuprous cyanide 220 mg (2.46 mmol ) next. 

You reset reaction mixture to room temperature, diluted this 
with ethylacetate, washedwith sodium bicarbonate-saturated 
water, extracted water layer with ethylacetate. 

This extracted liquid and ethyl acetate layer ahead together 
were washed with saturated saline andwater, after drying with 
anhydrous magnesium sulfate, low boiling substance was 
removed under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5:l ), 210 mg 
(42%)it acquired 6 -cyano -2- naphthalenecarboxylic acid 
benzyl as colorless solid. 

[0169] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.68 (s, 1H ), 8.28 (s, 
1H ), 8.23 (dd, J=8.6, 1.6 Hz, 1H ), 8.05 (d, J=8.6 Hz, 1H ), 
7.96 (d, J=8.6 Hz, 1H ), 7.69 (dd, J=8.6, 1.6 Hz, 1H ),7.6 - 7.2 
(m, 5H ), 5.46 (s, 2H ) 

[0170] 

6 -cyano -2- naphthalenecarboxylic acid benzyl 210 mg it 
melted (0.73 mmol ) in tetrahydrofuran 2 ml, to this solution 
under hydrogen atmosphere,4 hours it agitated with room 
temperature including 10% palladium-carbon 21 mg. 

After melting precipitate in this reaction mixture including 0.5 
Nlithium hydroxide aqueous solution 1.5 ml, itfiltered, 
washed palladium-carbon on filter paper with 0.5 Nlithium 
hydroxide aqueous solution, adjusted the filtrate and wash 
liquid, after concentrating this under vacuum, itwashed with 
diethyl ether. 

acidic (pH 1-2 ) with it did in water layer including 
concentrated hydrochloric acid, it filtered solid which was 
precipitated, 100 mg (69%) it acquired 6 -cyano -2- 
naphthalenecarboxylic acid as colorless powder. 

[0171] 

<sup>lH-nmr (DMSO-d«);de <sub>TMS : 8.72 (s, 1H ), 8.68 
(s, 1H ), 8.33 (d, J=8.6 Hz, 1H ), 8.17 (d, J=8.7 Hz, 1H ), 8.10 
(d, J=8.7 Hz, 1H ), 7.88 (d, J=8.6 Hz, 1H ) 

[0172] 

Working Example 1 5 



Page 62 Paterra Instant MT Machine Translation 



JP1995179407A 

4- fti£' " " 

4- 13.9g(100mmol) " N,N- ' ' " 

20ml ' jgjg " " ■ " ' " 

" |EBt- ' ■ 1 29.3g(150mmol) ■ J& «K ■ ■ 

■ ' 27.6g(200mmol) ' in ■ '70 deg C ■ 4 Rlffl 

fiJS58'lf»" " ■ 100ml "<l 7K 

■ ttlft « 

m 

' '(n- " ■ " B :ft|S ■ ■ "=5:1) ■ £ *S$i 1 ■ 

■ ■ 'fti£ ' ' 'in- ISilK " ■ 

5 tt A ■ n- 

JteiSB£ • 21.8g(86%)f# ■ o 

"0173 ■ 

1 H-NMR(DMSO-d<; ) 8 tm S :8.21 (d, J=7.1Hz, 
2H), 7.13 (d, J=7.1Hz, 2H), 4.86 (s, 2H),1.43 (s, 
9H) 

IR(KBr): 1740, 1590, 1500, 1330, 1240, 1160 
cm* 1 

t)174 * 



4. ■ - - ■ 

19.3g(76.0mmol) 



■ ■ ft 6tt- • ' " 
■ ■ ■ ■ 100ml ■ i#fl¥ ■ " 
m/R 10% ft* l.Og ■» ■ 7K 
*»HftT -SS ■ 18 ^Mfll^ " ' o 



ftStti ■ 16.8g(99%)*# " o 

l H-NMR(DMSO-d 6 ) (5 tms :6.62 (d, J=6.6Hz, 
2H), 6.49 (d, J=6,6Hz, 2H), 4.63 (s, 2H),4.43 (s, 
2H), 1.41 (s, 9H) 

IR(neat): 3350, 2950, 1740, 1510, 1220, 1150 
cm* 1 



•0175 ■ 

2-' — "-6- "4-(t- ' 



MMr*(27) ■ 



6- ■ ' " 2- I 
95mg(0.48mmol) ■ J£<b 1 ' 1 "2ml "J: 2- ■ 

• ' -4,6- -1,3,5- 
86mg(0.49mmol) ■ JlO 1 ■ ■ JRftT ■ N- B 

0.054ml(0.49mmol) ■ ttl ■ 
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4 -aminophenoxy t-butyl acetate 

4 -nitro phenol 13.9g it melted (100 mmol ) in N, N- 
di methyl formamide 20 ml, to this solution 4 hours itagitated 
with 70 deg C bromoacetic acid t- butyl 29.3 g (150 mmol ) 
and including the potassium carbonate 27. 6g (200 mmol ). 

reaction mixture was diluted with ethylacetate 100 ml, this 
was washed with water, water layer was extracted with 
ethylacetate. 

This extracted liquid and organic layer ahead were washed 
together with water,after drying with anhydrous magnesium 
sulfate, low boiling substance was removed under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5:l ), furthermore 
recrystallization did from mixed solvent of ethylacetate and n- 
hexane, 21.8 g (86%)it acquired 4 -nitro phenoxy t-butyl 
acetate as pale yellow crystal. 

[0173] 

<sup>lH-nmr(DMSO-d 6 );de<sub>TMS :8.21 (d, J=7.1 Hz, 
2H ), 7.13 (d, J=7.1 Hz, 2H ), 4.86 (s, 2H ), 1.43 (s, 9H ) 

IR(KBr): 1740, 1590, 1500, 1330, 1240 and 1160 cm* 1 

[0174] 

4 -nitro phenoxy t-butyl acetate 19.3g it melted (76.0 mmol ) 
in ethanol 100 ml, to this solution under hydrogen 
atmosphere, 18 -hour it agitated with room temperature 
including 10% palladium-carbon l.Og. 

It filtered reaction mixture, from filtrate removed low boiling 
substance under the vacuum, 16.8 g (99%) it acquired 4 
-aminophenoxy t-butyl acetate as light brown oily. 

<sup>lH-nmr (DMSO-d^de <sub>TMS :6.62 (d, J=6.6 Hz, 
2H ), 6.49 (d, J=6.6 Hz, 2H ), 4.63 (s, 2H ), 4.43 (s, 2H ), 1.41 
(s, 9H) 

IR(neat): 3350, 2950, 1740, 1510, 1220 and 1 150 cm* 1 
[0175] 

Working Example 16 

2 -amidino-6- {4 - (t-butoxycarbonyl methoxy ) anilino 
carbonyl } naphthalene {compound (27)} 

Next 3 hours it agitated that way to under ice cooling 
including N- methylmorpholine 0.054 ml (0.49 mmol )6 
-cyano -2- naphthalenecarboxylic acid 95 mg to (0.48 mmol ) 
methylene chloride 2 ml and 2 

-chloro-4,6-dimethoxy-l,3,5-triazine 86 mg including (0.49 
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■ ■ ■ 3 ttfflflttt ■ ■ o 

■ ■ £J£ ft ' "4- PS? " ■ ' 

112mg(0.50mmol) * &it ' m m m lml 1 jftjR ' 

■ Sft ' ?K/1iT "in <g;S ■ ' ■ ■ ' 

liftman* - -o 



■ ■ ■ - ■ ;K -t&ftlWTK ■ J: fift 



& ' "ll&A " 12- " ' "-6- "4-(t- 
) 

ftE&t£A£ ■ 121mg(63%)f# ' o 
■0176 - 

'H-NMRCDMSO-d,, )d TMS : 10.42 (s, 1H),8.66 
(s, 1H), 8.63 (s, 1H), 8.26 (d, J=8.8Hz, 1H),8.18 
(d, J=8.8Hz, 1H), 8.11 (d, J=8.8Hz, 1H),7.87 (d, 
J=8.8Hz, 1H), 7.68 (d, J=9.0Hz, 2H),6.92 (d, 
J=9.0Hz, 2H), 4.63 (s, 2H), 1.42 (s, 9H) 

■0177 - 

2 Mt )...... 

■ ■ ■ '-6- - ■<b**(27)" " 

tm ■ -nmm 3 ttm ■ *a ■ it ■ ■ ■ . 

■ - - ■ ' 6- " " ■ i*K)mg(0.22mmol) ■ 
" ' ■ ■ 2ml ' <k 0.2ml 1 S 

**+ ■ 

■ 63mgt#- 0 



ft 2.5ml + ' " 

' ■ ' ■0.18ml(2.9mmol)<!:£lS 
ft'SfeSl*^ ' 97mgi#- 0 

<* -2ml 4^1? ' 

18mg(0.23mmol)£:£J& ■ ■ ■ J*S ■ 

<*■ • Mb*«(27)-cfcfc 4cXlltt 

• &&@<*<t • 50mg(65%)» " o 



& i5: i . . o 

-0178 ' 

l H-NMR(DMSO-d 6 )<5™ s : 10.42 (s, 1H),9.6 - 
9.1 (br), 8.65 (s, 1H), 8.52 (s, 1H), 8.28 (d, 
J=8.8Hz, 1H),8.20 (d, J=8.8Hz, 1H), 8.12 (d, 
J=7.3Hz, 1H),7.88 (d, J=7.3Hz, 1H), 7.70 (d, 
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mmol ). 

In this reaction mixture, after that you reset to room 
temperature 4 -aminophenoxy t-butyl acetate 1 12 mg solution 
which melts (0.50 mmol ) in methylene chloride 1 ml in 
addition to under ice cooling, 1 1 hour agitated. 

After from reaction mixture removing low boiling substance 
under vacuum, it dilutedwith ethylacetate, washed with 0.2 
Nhydrochloric acid. 

It extracted water layer with ethylacetate, in combination with 
extracted liquid to ethyl acetate layer ahead, it washed with 
water, sodium bicarbonate-saturated water and saturated 
saline after drying with anhydrous magnesium sulfate, it 
removed low boiling substance under vacuum. 

recrystallization it did residue which it acquires from 
ethylacetate, and the n- hexane mixed solvent 121 mg (63%) 
it acquired 2 -cyano-6- with {4 - (t-butoxycarbonyl methoxy ) 
anilino carbonyl } naphthalene as the colorless crystal. 

[0176] 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 10.42 (s, 1H ), 
8.66 (s, 1H ), 8.63 (s, 1H ), 8.26 (d, J=8.8 Hz, 1H ), 8.18 (d, 
J=8.8 Hz, 1H ), 8. 1 1 (d, J=8.8 Hz, 1H ),7.87 (d, J=8.8 Hz, 
1H ), 7.68 (d, J=9.0 Hz, 2H ), 6.92 (d, J=9.0 Hz, 2H ), 4.63 (s, 
2H ), 1.42 (s, 9H) 

[0177] 

2 - {4 - (t-butoxycarbonyl methoxy ) anilino carbonyl } - It 
converted to compound (27) from 6 -cyano naphthalene, with 
method which is similar to Working Example 3. 

6 -cyano compound 90 mg (0.22 mmol ) of namely, starting 
material reacting with hydrogen sulfide in mixed solution of 
pyridine 2 ml and triethylamine 0.2 ml, 63 mg it acquired 
with thio carbamoyl body which corresponds as yellow 
powder. 

This thio carbamoyl body iodomethane 0.1 8 ml in acetone 
2.5 ml (2.9 mmol ) with reacting, 97 mg itacquired with thio 
imidate body which corresponds as yellow solid. 

This thio imidate body ammonium acetate 18 mg in methanol 
2 ml (0.23 mmol ) with reacting, compound (27)which is a 
amidino body which corresponds 50 mg (65%) it acquired 
with iodide hydrogen acid salt as colorless solid. 

Furthermore, eluate of silica gel column chromatography used 
chloroform: methanol=5:l. 

[0178] 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 10.42 (s, 1H ), 9.6 
- 9.1 (br ), 8.65 (s, 1H ), 8.52 (s, 1H ), 8.28 (d, J=8.8 Hz, 1H ), 
8.20(d, J=8.8 Hz, 1H ), 8.12 (d, J=7.3 Hz, 1H ), 7.88 (d, J=7.3 
Hz, 1H ), 7.70 (d, J=9.l Hz, 2H ), 6.92 (d, J=9.1 Hz, 2H ), 
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J=9.1Hz, 2H),6.92 (d, J=9.1Hz, 2H), 4.63 (s, 2H), 
1.43 (s, 9H) 

D179" 

mmm \i 

2- ■ ■ ■ -.6- '4-( ) 



fc£*(21)' 



mm 



fc£1$3(27)36mg(0.66mmol) 

o.5mi -in ■ -xa ■ 30»WI8M* ■ ■ . 

2ml •» ■ "flftt " 

■ B* ■ a» ■ ■ ■ ib£^2l) - Jt lb ;K*St 
tt " ftfefflftfc * 25mg(63%)*# ■ o 

'H-NMRCDMSO-ck ) 5 tms : 13.4 - 12.6 
(br), 10.45 (s, 1H), 9.49 (bs, 2H), 9.08 (bs, 2H), 
8.68 (s, 1H),8.54 (s, 1H), 8.32 (d, J=8.7Hz, 1H), 
8.24 (d, J=8.7Hz, 1H),8.15 (dd, J=8.5, 1.5Hz, 
1H), 7.89 (dd, J=8.5, 1.5Hz, 1H),7.71 (d, 
J=9.0Hz, 2H), 6.95 (d, J=9.0Hz, 2H), 4.68 (s, 2H) 

•0180 ' 

mmm is 

2- • ■ ■ --6- -4-( ' ■ • ) " 

flrfrtfc(68)l>-" •■ 

' " $JH$i& - - ■ • 20.0g(87.6mmol) ■ N,N- 

■ ' 1 "200ml - Jgft ■ " • »5ft 

. . . . gt£. . -9.i m i(96mmol)' ct ft^ 

■ ■ ■ ■ 18.2g(132mmol) "JO ' "60 deg C 1 20 



■p_ 



■ ■ SIf 

23.7g(90%)*# ' o 
■0181 " 

'H-NMR(CDCl3 ) 6 tms • 8.03 (d, 2H),7.41 - 7.35 
(m, 5H), 6.82 (d, 2H, J=8.9Hz), 5.33 (s, 2H),4.69 
(s, 2H),3.80(s, 3H) 

mp 59-61 degC 

D182 ■ 

p- SJSLSK- ' ' ' 
23.6g(78.6mmol) 400ml ■ ;§fl? 1 " 
• - 10% ft* ' 2.4g JP ' 

nm%T -xa ■ 6 &r$mn - ■ . 



K&a-aa as - ■ 

"^fe^B^i • 14.9g(90%M#' 



• • ■ m m ^ 



4.63 (s, 2H ), 1.43 (s, 9H) 



[0179] 

Working Example 1 7 

2 -amidino-6- {4 - (carboxy methoxy ) anilino carbonyl } 
naphthalene {compound (21)} 

compound (27) to 36 mg (0.66 mmol ) 30 min it agitated with 
room temperature including trifluoroacetic acid 0.5 ml. 

Filtering solid which was precipitated including diethyl ether 
2 ml, in the reaction mixture, compound (21) 25 mg (63%) it 
acquired with iodide hydrogen acid salt as thebrown solid. 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 13. 4- 12.6 (br), 
10.45 (s, 1H ), 9.49 (bs, 2H ), 9.08 (bs, 2H ), 8.68 (s, 1H ), 
8.54 (s, 1H ),8.32 (d, J=8.7 Hz, 1H ), 8.24 (d, J=8.7 Hz, 1H ), 
8.15 (dd, J=8.5, 1.5 Hz, 1H ), 7.89 (dd, J=8.5, 1.5 Hz, 1H ), 
7.71 (d, J=9.0 Hz, 2H ), 6.95 (d, J=9.0 Hz, 2H ), 4.68 (s, 2H ) 

[0180] 

Working Example 1 8 

2 -amidino-6- it melted {4 - (methoxycarbonyl methoxy ) 
benzoyl oxy} naphthalene {compound (68)} p- 
hydroxybenzoic acid benzyl 20.0 g (87.6 mmol ) in the N, N- 
dimethylformamide 200 ml, to this solution 20 hour it agitated 
with 60 deg C methyl bromoacetate 9.1 ml (96 mmol )and 
including potassium carbonate 18.2g (132 mmol ). 

You reset reaction mixture to room temperature, this poured 
to underwater, filtering solid which was precipitated, 23.7 g 
(90%) you acquired with the p- methoxycarbonyl methoxy 
benzyl benzoate as colorless solid. 

[0181] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.03 (d, 2H ), 7.41 - 
7.35 (m, 5H ), 6.82 (d, 2H, J-8.9 Hz ), 5.33 (s, 2H ), 4.69 (s, 
2H ),3.80 (s, 3H) 

mp 59-61 degC 

[0182] 

It melted p- methoxycarbonyl methoxy benzyl benzoate 23. 6g 
(78.6 mmol ) in methanol 400 ml, to this solution 2.4 g added 
10%palladium-carbon, under hydrogen atmosphere, 6 hours 
agitated with room temperature. 

After filtering reaction mixture, from filtrate it removed low 
boiling substance under vacuum, recrystallization it did solid 
which is acquired from the methanol, 14,9 g (90%) it acquired 
with p- methoxycarbonyl methoxy benzoic acid as colorless 
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■0183 ' 

'H-NMRtDMSO-de ) 6 tms :7.89 (d, J=9.0Hz, 
2H), 7.02 (d, J=9.0Hz, 2H), 4.91 (s, 2H),3.71 (s s 
3H) 

IR(KBr): 2900, 1740, 1670, 1300- 1250 cm' 1 
mp 170- 173 degC 
■0184' 

p- $Ifi 
75mg(0.36mmol) 3ml ■ ■ 

* * ' 

0.07ml(0.5mmol) ■ <fc 6- ■ ' ' '-2- 

ift 101mg(0.36mmol) ■ 1)U m ' 

££ ■ 20 ttfflflttf ' ' o 

sictt a ■ "Wm ■ -a 

ft-a* ntsa ■ ■ ib£% 

(68) & -&jte«&£ - 

64mg(38%)f# " o 
t)I85 " 

1 H-NMR(DMSO-d 6 )(5 T MS : 9.48 (bs, 2H),9.14 
(bs, 2H), 8.56 (s, 1H), 8.22 (d, J=8.9Hz s 2H),8.24 
- 8.13 (m, 2H), 8.01 (d, J=0.8Hz, 1H),7.87 (dd, 
J=8.9, 0.8Hz, 1H), 7.66 (dd, J=8.9, 0.8Hz, 
1H),7.18 (d, J=8.9Hz, 2H), 5.00 (s, 2H), 3.73 (s, 
3H), 2.36 (s, 3H) 13 C-NMR(50MHz,DMSO-d 6 )<5 
tms : 168.7, 165.6, 164.1,162.2, 150.6, 135.6, 
132.1, 130.8, 129.7, 129.4, 128.4, 125.5,124.5, 
123.5, 121.4, 1 19.0, 1 15.0, 64.7, 52.0, 39.8 

IR(KBr): 3350, 3150, 1765, 1720, 1685, 1210, 
1170 cm' 1 

MS(SIMS): 379 (MH+) 
•0186 " 

mmm 19 

2- - - ■ --6- "4-(t- ) 
1tfi1ftl(69) ■ 

p- " " " " 5.58g(24.4mmol) 

■ N,N- 80ml 'SMR ' " 
1 f&fo m • ' " ft&t- " " " 4.4ml(27mmol) ■ 

£ 0£® " " " ' 5.14g(37.2mmol) - ft] ■ -60 

degC ■ 2fltmflltt- -o 

tl B «f 

* ' '@<* "M " P-t- ■ 

■ - SAffB fcfe@<*t - 

8.35g(«»«)» • o 



crystal. 
[0183] 

<sup>lH-nmr (DMSO-d^ );de <sub>TMS :7.89 (d, J=9.0 Hz, 
2H ), 7.02 (d, J=9.0 Hz, 2H ), 4.91 (s, 2H ), 3.71 (s, 3H ) 

IR(KBr): 2900, 1740, 1670, 1300- 1250 cm* 1 

mp 170 - 173 degC 

[0184] 

It melted p- methoxycarbonyl methoxy benzoic acid 75 mg 
(0.36 mmol ) in pyridine 3 ml, to this solution 20 hour 
itagitated with room temperature including diisopropyl 
carbodiimide 0.07 ml (0.5 mmol ) and 6 -amidino -2- 
naphthol methane sulfonate 101 mg (0.36 mmol ). 

It filtered solid which was precipitated including diethyl ether, 
in reaction mixture, recry stall ization did from methanol, 
compound (68) 64 mg (38%) itacquired with methane 
sulfonate as pale yellow crystal. 

[0185] 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 9.48 (bs, 2H ), 
9. 14 (bs, 2H ), 8.56 (s, 1H ), 8.22 (d, J=8.9 Hz, 2H ), 8.24 - 
8.13 (m, 2H ),8.01 (d, J=0.8 Hz, 1H ), 7.87 (dd, J-8.9, 0.8 Hz, 
1H ), 7.66 (dd, J-8.9, 0.8 Hz, 1H ), 7.18 (d, J=8.9 Hz, 2H ), 
5.00 (s, 2H ), 3.73 (s, 3H ), 2.36 (s, 3H ) <sup>13C-nmr (50 
MHz,DMSO-d 6 );de<sub>TMS : 168.7, 165.6, 164.1,162.2, 
150.6, 135.6, 132.1, 130.8, 129.7, 129.4, 128.4, 125.5,124.5, 
123.5, 121.4, 119.0, 115.0, 64.7, 52.0,39.8 

IR(KBr): 3350 and 31 50, 1765, 1720, 1685, 1210 and 1170 
cm" 1 

MS (SIMS): 379 (MH + ) 
[0186] 

Working Example 19 

2 -amidino-6- {4 - (t-butoxycarbonyl methoxy ) benzoyl oxy} 
naphthalene {compound (69)} 

It melted p- hydroxy benzoic acid benzyl 5.58 g (24.4 mmol ) 
in N, N- dimethylformamide 80 ml, to this solution 2 hours it 
agitated with 60 deg C bromoacetic acid t- butyl 4.4 ml (27 
mmol ) andincluding potassium carbonate 5. 14g (37.2 
mmol ). 

You reset reaction mixture to room temperature, this poured 
to underwater, youfiltered solid which was precipitated, 8.35 
g (quantitative ) you acquiredwith p- t-butoxycarbonyl 
methoxy benzyl benzoate as colorless solid. 
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"0187 ' 

'H-NMR(CDC1 3 ) d tms : 8.03 (d, J=8.9Hz, 
2H),7.45 - 7.30 (m, 5H), 6.90 (d, J=8.9Hz, 2H), 
5.33 (s, 2H),4.56 (s, 2H), 1.47 (s, 9H) 

•0188 ' 

p-t- srnsn- ■ ■ 

• 8.22g(24.0mmol) 100ml ■ 8iR 

• " " 89 " 10% ftX " 800mg Jin 

■ tkssshsit -as ■ 8 ftniMt ■ • . 
sjsa-aa aa- a fi8AHB a x 

■ »&H<*£ ■ 6.05g(j£* W)» ■ o 

'H-NMR(CDCl 3 ) (5 tms : 8.07 (d, J=9.0Hz, 
2H),6.94 (d, J=9.0Hz, 2H), 4.59 (s, 2H), 1.48 (s, 
9H) 

D189 ■ 



P-t- 

157mg(0.62mmol) ' 



6ml 



■ ■ ■ ■ ■ 



8;*$ 

0.10ml(0.64mmol) ■ «fc 2- ■ ■ " "-6- 

^ 175mg(0.62mmol) B 1ft ■ ■ 

aS ■ 19 ftMfttt ■ ' o 

eicx "Wm ■ b h# - am 

■ ■ 147mg(46%)t# " o 

■0190- 

1 H-NMR(DMSO-d 6 )<5 T MS : 9.47 (bs, 2H),9.10 
(bs, 2H), 8.55 (s, 1H), 8.22 (d, J=8.9Hz, 2H),8.25 
- 8.13 (m, 2H), 8.01 (d, J=2.1Hz, 1H) 5 7.86 (dd, 
J=8.8, 2.1Hz, 1H), 7.65 (dd, J=8.8, 2.1Hz, 
1H),7.14 (d, J=8.9Hz, 2H), 4.84 (s, 2H) S 2.34 (s, 
3H), 1.44 (s, 9H) 

■0191 ' 

mmm 20 

2- ■ ■ • --6- "4-( 



fc^^(67) ' 



it £ ft (69) 

140mg(0.27mmol) ' J£lb 1 ' ■ ■ 14ml ■ } 
' ■ 8a ' ltl£3ml(40mmol) * 
1}U " -SS - 3 ftmflttt ' ■ o 

s*a- ■«ajfi*'«ET-B*" 
• »a t 

8«" "HISS ■ "<bd«67) 1 

KJS " aftfittA* ' 80mg(64%)» ' o 



[0187] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.03 (d, J=8.9 Hz, 
2H ), 7.45 - 7.30 (m, 5H ), 6.90 (d, J=8.9 Hz, 2H ), 5.33 (s, 
2H ), 4.56 (s, 2H ),1.47 (s, 9H ) 

[0188] 

It melted p- t-butoxycarbonyl methoxy benzyl benzoate 8.22g 
(24.0 mmol ) in methanol 100 ml, to this solution 800 mg 
added 10%palladium-carbon 5 under hydrogen atmosphere, 8 
-hour agitated with room temperature. 

After filtering reaction mixture, from filtrate it removed low 
boiling substance under vacuum, 6.05 g (quantitative ) it 
acquired with p- t-butoxycarbonyl methoxy benzoic acid as 
colorless solid. 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.07 (d, J=9.0 Hz, 
2H ), 6.94 (d, J=9.0 Hz, 2H ), 4.59 (s, 2H ), 1.48 (s, 9H ) 

[0189] 

It melted p- t-butoxycarbonyl methoxy benzoic acid 157 mg 
(0.62 mmol ) in pyridine 6 ml, to this solution 19 hours 
itagitated with room temperature including diisopropyl 
carbodiimide 0. 1 0 ml (0.64 mmol ) and 2 
-amidino-6-naphthol methane sulfonate 175 mg (0.62 mmol ). 

It filtered solid which was precipitated to reaction mixture, 
washed with diethyl ether, compound (69) 147 mg (46%) it 
acquired with methane sulfonate as the pale yellow crystal. 

[0190] 

<sup>lH-nmr (DMSO-d^jde <sub>TMS : 9.47 (bs, 2H ), 
9.10 (bs, 2H ), 8.55 (s, 1H ), 8.22 (d, J=8.9 Hz, 2H ), 8.25 - 
8.13 (m, 2H ),8.01 (d, J=2.1 Hz, 1H ), 7.86 (dd, J=8.8, 2.1 Hz, 
1H ), 7.65 (dd, J=8.8, 2.1 Hz, 1H ), 7.14 (d, J=8.9 Hz, 2H ), 
4.84 (s, 2H ), 2.34 (s, 3H ), 1.44 (s, 9H ) 



[0191] 

Working Example 2 0 

2 -amidino-6- {4 - (carboxy methoxy ) benzoyl oxy} 
naphthalene {compound (67)} 

It melted methane sulfonate 140 mg (0.27 mmol ) of 
compound (69) in methylene chloride 14 ml, to this solution 3 
hours it agitated with room temperature including 
trifluoroacetic acid 3 ml (40 mmol ). 

From reaction mixture it removed low boiling substance 
under vacuum, recry stall ization it did residue which is 
acquired from mixed solvent of ethanol and diethyl 
ether,compound (67) 80 mg (64%) it acquired with methane 
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t)192 1 

^-NMRCDMSO-cUJStms : 9.46 (bs, 2H),9.08 
(bs, 2H), 8.55 (s, 1H), 8.14 (d, J=8.9Hz, 2H),8.27 
- 8.10(m, 2H), 8.00 (d, J=2.2Hz, 1H),7.87 (dd, 
J=8.8, 2.2Hz, 1H), 7.65 (dd, J=8.8, 2.2Hz, 
1H),7.15 (d, J=8.9Hz, 2H), 4.86 (s, 2H), 2.33 (s, 
3H) 

,3 C-NMR(50MHz,DMSO-d 6 ) 6 tms : 169.6, 

165.5, 164.1,162.4, 150.6, 135.6, 132.0, 130.8, 

129.6, 129.4, 128.4, 125.4,124.5, 123.5, 121.1, 
118.9, 114.9,64.6,39.8 

•0193 " 

2 ' "-6--4-( )" 

fc*tt(80) > ■ " " 

SfiL§8£ 0.69g(3.3mmol) 

"tSfc" ■ ■ MOml •;§<!?• mmm fe%l m 2- m 
■ ' -4,6- -1,3,5- 

0.58g(3.3mmol) ■ J: N- ■ ■ 

0.36ml(3.3mmol) ■ *P ■ ■JKtfTF 3 B#Fa1$# * 



sulfonate as pale yellow crystal. 
[0192] 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 9.46 (bs, 2H ), 
9.08 (bs, 2H ), 8.55 (s, 1H ), 8.14 (d, J=8.9 Hz, 2H ), 8.27 - 
8.10 (m, 2H ),8.00 (d, J=2.2 Hz, 1H ), 7.87 (dd, J=8.8, 2.2 Hz, 
1H ), 7.65 (dd, J=8.8, 2.2 Hz, 1H ), 7.15 (d, J=8.9 Hz, 2H ), 
4.86 (s, 2H ), 2.33 (s, 3H ) 

<sup>13C-nmr (50 MHz, DMSO-d^de <sub>TMS : 169.6, 
165.5, 164.1,162.4, 150.6, 135.6, 132.0, 130.8, 129.6, 129.4, 
128.4, 125.4,124.5,123.5, 121.1, 118.9, 114.9, 64.6, 39.8 

[0193] 

Working Example 2 1 

2 -amidino-6- it melted {4 - (methoxycarbonyl methoxy ) 
benzoyl amino } naphthalene {compound (80)} p- 
methoxycarbonyl methoxy benzoic acid 0.69g (3.3 mmol ) in 
methylene chloride 10 ml, under ice cooling 3 hours itagitated 
to this solution 2 -chloro-4,6-dimethoxy-l,3,5-triazine 0.58g 
(3.3 mmol ) and including N- methylmorpholine 0.36 ml (3.3 
mmol ). 



■ ■ »« ■ "6- ' ■ '-2- 
0.68g(3.1mmol) ■ ttflS" * ' MOml " »«? " ' 

■ in ■ -ss ■ 2i &r*mn ■ ■ - ■ 5 b* 



• --6- n-( 



• -sea - -2- 
)■ ■ ■ 



0.73g(58%)» ■ o 
D194 " 

1 H-NN4R(500MHz,DMSO-d 6 ) 8 TMS : 10.35 (s, 
1H),8.47 (s, 1H), 8.14 (s, 1H), 7.99 (d, J=6.9Hz, 
2H),7.90 - 7.80 (m, 3H), 7.59 (dd, J=8.8, 2.1Hz, 
1H),7.10 (d, J=6.9Hz, 2H), 4.93 (s, 2H), 3.73 (s, 
3H) 

•0195 ■ 

2- - - -.6- *-( ' 



)" " 

653mg(1.58mmol) ' 1,3- 

•-2- 5ml ' - " 

■ " Mb*-tB 212mg(2.37mmol) 
' M50degC " 5 WIB«»' 



To this solution, 21 hour it agitated with room temperature 6 
-bromo -2- naphthyl amine 0.68g including solution which 
melts (3.1 mmol ) in methylene chloride 10 ml, furthermore 5 
hours heating and refluxing did. 

After diluting reaction mixture with methylene chloride, you 
washed with water,and saturated saline after drying with 
anhydrous magnesium sulfate, you removed low boiling 
substance under vacuum. 

recrystallization it did residue which it acquires from 
ethylacetate, 0.73 g (58%) it acquired 2 -bromo-6- with {4 - 
(methoxycarbonyl methoxy ) benzoyl amino } naphthalene as 
colorless crystal. 

[0194] 

<sup>lH-nmr (500 MHz, DMSO-d 6 );de <sub>TMS : 10.35 
(s, 1H ), 8.47 (s, 1H ), 8.14 (s, 1H ), 7.99 (d, J=6.9 Hz, 2H ), 
7.90 - 7.80 (m, 3H ),7.59 (dd, J=8.8, 2.1 Hz, 1H ), 7.10 (d, 
J=6.9 Hz, 2H ), 4.93 (s, 2H ), 3.73 (s, 3H ) 

[0195] 

2 -bromo-6- it melted {4 - (methoxycarbonyl methoxy ) 
benzoyl amino } naphthalene 653 mg (1.58 mmol ) in 1 and 3 
-dimethyl -2- imidazolidinone 5 ml, to this solution 5 hours it 
agitated with 150 deg C including cuprous cyanide 212 mg 
(2.37 mmol ). 
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*» • ■ ■ ■ mm ■ nam* ■ st 

•mm* ■ • ■*■»!*■ **««■ • 

ii - '. 

#'*L BSE -mi - ■ 'to- ;S£ 

»«• • a- - • --6--4-( 

• ■ ) ■ 

' 260mg(46%)t# ' . 

•0196 " 

'H-NMR(DMSO-d 6 )6\ M s : 10.50 (s, 1H),8.60 
(s, 1H), 8.49 (s, 1H), 8.14 - 7.89 (m, 5H),7.74 (d, 
J=8.0Hz, 1H), 7.11 (d, J=8.8Hz, 2H), 4.94 (s, 
2H),3.73 (s, 3H) 

•0197 ' 

2- ' ' '-6- -4-( ) • " 

fc*ft(80) ' $tfe 

• -HJS^J 3 tmft m £5* ■ fr ■ ' ■ o 

J!#4 ' 2- ' ' ' ft200mg(0.55mmol) 

' • - 0.6ml ■ cfc • " • ' 6ml • M 

£58* ■ tilitfoMh&fo ■ ■ ■ **E 

(*■#■. 

ft 10ml + ' ' 

1.0ml(16mmol)i:J5J£ " " ' **E m ' 

ft M# " o 

ft 10ml 4" "1MB 

70mg(0.91mmol)i:SJl5 " ■ ' *JS 

ft' ■ "flS^USO)' Jsfc 7K«K 

tt ■ SHtfeBft4 ' 105mg(39%)t# ■ o 



&tu 

58 * »■•••••■ =19:1-9:1 ■ ffl ■ 



■0198 " 

l H-NMR(DMSO-d 6 )<5TMs : 10.51 (s, 1H),9.24 
(bs, 4H), 8.62 (s, 1H), 8.42 (s, 1H), 8.10 - 7.98 
(m, 5H),7.79 (d, J=10.0Hz, 1H), 7.11 (d, 
J=8.6Hz, 2H), 4.94 (s, 2H),3.73 (s, 3H) 



D199 " 

nmm 22 

2- - ■ - --6- "4-( ) 
lt£^(74) ' 

lb£$3(80)68mg(0.14mmol) 10ml 



■ Jr IN 7K M it * * * 
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It diluted this reaction mixture with ethylacetate, washed with 
sodium bicarbonate-saturated water. 

Furthermore it extracted water layer with ethylacetate, in 
combination with extracted liquid to organic layer ahead, it 
washed with water, after dryingwith anhydrous magnesium 
sulfate, it removed low boiling substance under vacuum. 

recrystallization it did residue which it acquires from mixed 
solvent of the ethylacetate and n- hexane, 260 mg (46%) it 
acquired 2 -cyano-6- with {4 - (methoxycarbonyl methoxy ) 
benzoyl amino } naphthalene as colorless crystal. 



<sup>lH-nmr (DMSO-d^de <sub>TMS : 10.50 (s, 1H ), 
8.60 (s, 1H ), 8.49 (s, 1H ), 8.14 - 7.89 (m, 5H ), 7.74 (d, 
J=8.0 Hz, 1H ),7.11 (d, J=8.8 Hz, 2H ), 4.94 (s, 2H ), 3.73 (s, 
3H) 

[0197] 

2 -cyano-6- it converted compound (80) from {4 - 
(methoxycarbonyl methoxy ) benzoyl amino } naphthalene, 
with method which is similar to Working Example 3. 

2 -cyano compound 200 mg (0.55 mmol ) of namely, starting 
material reacting with hydrogen sulfide in mixed solution of 
triethylamine 0.6 ml and pyridine 6 ml, it acquired thio 
carbamoyl body which corresponds. 

This thio carbamoyl body iodomethane 1.0 ml (16 mmol ) 
with reacting in acetone 10 ml, it acquired thio imidate body 
which corresponds. 



Furthermore, eluate of silica gel column chromatography used 
methylene chloride: methanol=l 9 : 1~9 : 1. 



<sup>lH-nmr(DMSO-d 6 );de<sub>TMS : 10.51 (s, 1H), 
9.24 (bs, 4H ), 8.62 (s, 1H ), 8.42 (s, 1H ), 8.10 - 7.98 (m, 
5H ),7.79 (d, J=10.0 Hz, 1H ), 7.1 1 (d, J=8.6 Hz, 2H ), 4.94 
(s, 2H V 3.73 (s,3H) 



compound (80) to 68 mg (0.14 mmol ) 5 min it agitated with 
room temperature including ethanol 10 ml and 1 Nsodium 



This thio imidate body ammonium acetate 70 mg (0.91 
mmol ) with reacting in methanol 10 ml, compound 
(80)which is a amidino body which corresponds 105 mg 
(39%) it acquired with iodide hydrogen acid salt as pale 
yellow solid. 



[0199] 

Working Example 2 2 

2 -amidino-6- {4 - (carboxy methoxy ) benzoyl amino } 
naphthalene {compound (74)} 



[0196] 



[0197] 



[0198] 
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l.Oml(l.Ommol) " JP ■ 



5 



■ * JEffiX ' IN *MH " JlQ ' iffi(pH3~4)£ ■ 
tfrffi - ■ a» - ■ 1b£«74) - ■ 
»»feBi*£ ■ 32mg(60%)f# ■ . 

I H-NMR(500MHz,DMSO-d 6 )5-ms: 13.06 (bs, 
1H),10.53 (s, 1H), 9.42 (s, 2H), 9.13 (s, 2H), 8.62 
(d, J=1.5Hz, 1H),8.44 (d, J=1.2Hz, 1H), 8.07 (d, 
2H), 8.05 - 7.99 (m, 3H),7.80 (dd, J=8.7, 1.8Hz, 
1H), 7.08 (d, J-8.9HZ, 2H), 4.80 (s, 2H) 

t)200 " 

mmm 23 



2-(N- 



5 



")-6- 



6-(N- 



fc#ft(12) " 
)-2- 



ft»500mg(1.32mmol) & ' 

■ ' 229mg(1.45mmol) "J: 1- 
....... i95mg(i.45 mmo l) " N,N- ■ ■ ■ 

25mi - mm m " " fijSft ' 

1(3- }-3- 

• " " m& 281mg(1.45mmol) ■ ft] ■ 'SS " 
18B*IWaii*- -o 

■ ■ ■ • &*a ■ a ■ ■ 

*mm ■ «*t ■ ■ o 

■ ■ w*sii ■ * -ana** ■ * ta«^^ 
tk ■ ■ ft* ■ ■ 

• ' BET'S*' ■ o 

f#-*i ax 

• •( ±20:1) ■ cfc fitSJ 

- Mbd1»2) ■ af*feHf*4 " 315mg(46%) 

'H-NMR(CDCl3 ) 5 tms : 8.40 - 7.00 (m, 
10H),8.30 (s, 1H), 5.21 (s, 2H), 4.72 (s, 2H), 3.69 
(s, 3H),3-70 - 3.50 (m, 2H), 3.21 (s, 2H), 2.70 - 
2.40 (m, 4H) 

D201 ■ 

mmm 24 



2- ■ ■ ■ --6- ■ (4- 

(13)' 

<b£%(12)520mg(1.00mmol) 
• 100ml ■ <fc IN J£g* 3ml ■ ' ' 



hydroxide water solution 1.0 ml (1.0 mmol ). 

acidic (pH 3-4 ) with it did in this reaction mixture including 

1 Nhydrochloric acid, it filtered solid which was precipitated, 
compound (74) 32 mg (60%) it acquiredwith acetate as light 
brown solid. 

<sup>lH-nmr (500 MHz, DMSO-d 6 );de <sub>TMS : 13.06 
(bs, 1H ), 10.53 (s, 1H ), 9.42 (s, 2H ), 9.13 (s, 2H ), 8.62 (d, 
J«1.5 Hz, 1H ), 8.44 (d, J=1.2 Hz, 1H ),8.07 (d, 2H ), 8.05 - 
7.99 (m, 3H ), 7.80 (dd, J=8.7, 1.8 Hz, 1H ), 7.08 (d, J=8.9 
Hz, 2H ), 4.80 (s, 2H ) 

[0200] 

Working Example 2 3 

2 - (N- benzyloxycarbonyl amidino ) - 6 - { {(4 
-methoxycarbonyl methyl piperazino ) carbonyl } methoxy } 
naphthalene {compound (12)} 

6 - (N- benzyloxycarbonyl amidino ) - 2 -naphthoxy acetic 
acid 500 mg (1.32 mmol ), suspension it did piperazino 
methyl acetate 229 mg (1.45 mmol ) and 1 
-hydroxybenzotriazole 195 mg (1.45 mmol ) in N, N- 
dimethylformamide 25 ml, to this suspension 18 -hour it 
agitated with the room temperature 1 - (3 
-dimethylaminopropyl ) - 3 -ethyl carbodiimide acetate 281 
mg including (1.45 mmol ). 

reaction mixture was poured to mixed solution of water and 
ethyl acetate, the organic layer was separated. 

This organic layer was washed with water, sodium 
bicarbonate-saturated water and saturated saline, afterdrying 
with anhydrous magnesium sulfate, low boiling substance was 
removed under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (chloroform: methanol=20:l ), 315 mg 
(46%)it acquired with compound (12) as pale yellow solid. 



<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.40 - 7.00 (m, 
10H ), 8.30 (s, 1H ), 5.21 (s, 2H ), 4.72 (s, 2H ), 3.69 (s, 3H ), 
3.70 -3.50 (m, 2H ), 3.21 (s, 2H ), 2.70 - 2.40 (m, 4H ) 

[0201] 

Working Example 2 4 

2 -amidino-6- {{(4 -methoxycarbonyl methyl piperazino ) 
carbonyl } methoxy } naphthalene {compound (13)} 

compound (12) 520 mg (1.00 mmol ) were melted in mixed 
solution of tetrahydrofuran 100 ml and 1 Nhydrochloric acid 

3 ml. 
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io% ■ 



• ' film 400mg - AD - - 
14 ttPdlfttf ■ " o 



EJCaftft- iN*Bfls 

■ 'pH7~8 itifi • ■ IN • 



»-*t sat ■ 

• "( i99:1) - 

130mg(28%){# ' o 

'H-NMRCDMSO-dfi^TMS : 9.47 (br, 2H),9.24 
(br, 2H), 8.50 (s, 1H), 8.13 - 7.78 (m, 3H), 7.52 - 
7.20(m, 2H), 5.00 (s, 2H), 3.74 (s, 3H), 3.70 - 
3.30 (m, 4H),3.17 (s, 2H), 2.60 - 2.40 (m, 4H) 

t)202 ■ 



2- ' 



-6- • (4- 1 



fc*«a(ii) B 



<b£tt(13)120mg(0.262mmo.) 

■ ■ MM ■ " ■ KiSifc • IN *B*b 

7KjS» 6ml - to - -aa ■ 4 f$p B iii# • ■ 0 

fiJCffi^tt ■ lNi£l£ 'JJQ • pH3 BIT ' " " ' 

■ "SET ■ 3UB ■ ■ o 

a**+ -aa- 

■ - - itftvu) - aaa - att&B 

ft* ■ 54mg(74%)f# ■ o 

, H.NMR(DMSO-d 6 )(5 T MS : 9.38 (bs, 2H),9.22 
(bs, 2H), 8.42 (s, 1H), 8.10 - 7.30 (m, 5H),4.86, 
4.82 (s X2,2H) 



To this solution under hydrogen atmosphere, 14 hours it 
agitated with room temperature including 10% 
palladium-carbon 400 mg. 

After making pH 7-8, including 1 Nsodium hydroxide water 
solution, it filtered in the reaction mixture, filtrate after with 1 
Nhydrochloric acid making acidic, it removed the low boiling 
substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (chloroform: methanol=9 9:1), compound 
(13)130 mg (28%) it acquired with acetate as brown solid. 

<sup>lH-nmr (DMSO-d^de <sub>TMS : 9.47 (br, 2H ), 
9.24 (br, 2H ), 8.50 (s, 1H ), 8.13 - 7.78 (m, 3H ), 7.52 - 
7.20(m, 2H ), 5.00 (s, 2H ), 3.74 (s, 3H ), 3.70 - 3.30 (m, 4H ), 
3.17 (s, 2H ), 2.60-2.40 (m, 4H ) 

[0202] 

Working Example 2 5 

2 -amidino-6- {{(4 -carboxymethyl piperazino ) carbonyl } 
methoxy } naphthalene {compound (11)} 

compound (13) suspension it did 120 mg (0.262 mmol ) in 
tetrahydrofuran, to this suspension 4 hours it agitated with 
room temperature including 1 Nsodium hydroxide water 
solution 6 ml. 

In reaction mixture after making pH 3 or less including 1 
Nhydrochloric acid, it concentratedunder vacuum. 

It filtered precipitate which it occurs in concentrated liquid, 
after washing withwater, it dried, compound (1 1) 54 mg 
(74%) it acquired with the acetate as light brown solid. 

<sup>lH-nmr (DM SO-ck );de <sub>TMS : 9.38 (bs, 2H ), 
9.22 (bs, 2H ), 8.42 (s, 1H ), 8. 10 - 7.30 (m, 5H ), 4. 86 and4. 
82 (s X 2, 2H ) 



MB! ■ ■ ■ 


1720, 


1660, 


1615 


cm-1 


IR (KBr): 


1720, 


1660, 


1615 


cm<SP>-K/SP> 


. ■ 

mp 




■ a ■ ■ 

>250 













D203 " 

mmm ie 



2-(N- 

■(*-• 



•)-6- 



[0203] 

Working Example 2 6 

2 - (N- benzyloxycarbonyl amidino ) - 6 ■ 



{{(4 



fc£fe(6) ■ 



6-(N- 1 



■)-2- ' 



-methoxy carbonyl piperidino ) carbonyl } methoxy } 
naphthalene {compound (6)} 

6 - (N- benzyloxycarbonyl amidino ) - 2 -naphthoxy acetic 
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• ■ ' 1.00g(2.64mmol) "4- 

■ ■ & • ' ' 520mg(2.90mmol) 'J: 1- ■ " 

390mg(2.90mmol) ■ 

N,N- 50ml ■&)§• " ' 
SSiSiiS * l-(3- )-3- ' • • 
tf8i&362mg(2.90mmol) "ftl ■ ■ 

5£££ft -*tmm. • • •• ■ a • ■ 

• ■ ■ * -t&ftsw* ■ * taa&ig 

• ■ as* ■ **ttift «« ■ ■ 



l§ "ft $£3t " " ■ 

. -) ■ j: - 

JtfeHfti B 936mg(70%)f# ■ Q 

'H-NMR^CDCk ) 5 tms : 8.39 (s, 1H),7.90 - 7.20 
(m, 10H), 5.24 (s, 2H), 4.79 (s s 2H), 4.35(d, 
J=7.2Hz, 1H), 4.12 (d, J=7.2Hz, 1H), 3.69 (s, 
3H), 3.22(t, J=7.0Hz, 1H), 2.92 (t, J=7.0Hz, 1H), 
2.70 - 2.50 (m, 1H)2.10 - 1.60 (m, 4H) 

D204 ' 

mmmn 

2- ■ ■ ■ --6- ■ (4- ) • ■ • 

fl:£tt(5) • 

1b£tt(6)936mg(1.86mmol) 

150ml ■ d: IN f&Wt 30 ;TSj ■ • Ml ' 

m 

o 

• ■ j§» • 10% Stm 200mg ■ in ■ ■ 
7K*f?ffl§lT -XM • 69 B#WH*# ■ • „ 



■ in *Bfc -isa 

• *pH7~8 ilSjg ' tttt • IN £i£ ' 
Ittt <B»jftiJl ■ MET • «S ■ 

■ 

o 

as 65mi -mm 

• ■■ ■ WM& ■ in 

40ml ' ttl ' 'MS ■ 2 B^lgf* ' • o 



SK;!^ ■ IN %HM ■ JlP ■ pH3 JilT " ' ■ ■ 



» -h mm ■ rp- (*: 

=6:1) ■ JE MS - Mb*HB)"« 

tttt * **felHf*fc • 235mg(32%M# ■ . 
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acid l.OOg (2.64 mmol ), 4 -piperidine carboxylic acid methyl 
520 mg (2.90 mmol ) and 1 -hydroxybenzotriazole 390 mg 
suspension it did(2.90 mmol ) in N, N- dimethylformamide 50 
ml, to this suspension 14 hours it agitated with room 
temperature 1 - (3 -dimethylaminopropyl ) - 3 -ethyl 
carbodiimide acetate 362 mg including (2.90 mmol ). 

reaction mixture was poured to mixed solution of water and 
ethyl acetate, the organic layer was separated. 

This organic layer was washed with water, sodium 
bicarbonate-saturated water and saturated saline, afterdrying 
with anhydrous magnesium sulfate, low boiling substance was 
removed under vacuum. 



<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.39 (s, 1H ), 7.90 - 
7.20 (m, 10H ), 5.24 (s, 2H ), 4.79 (s, 2H ), 4.35 (d, J=7.2 Hz, 
1H ),4.12 (d, J=7.2 Hz, 1H ), 3.69 (s, 3H ), 3.22 (t, J=7.0 Hz, 
1H),2.92 (t, J-7.0HZ, 1H), 2.70 - 2.50 (m, 1H) 2.10- 1.60 
(m, 4H ) 



compound (6) 936 mg (1.86 mmol ) were melted in mixed 
solution of tetrahydrofuran 150 ml and 1 Nhydrochloric acid 
30 drop. 



After making pH 7-8, including 1 Nsodium hydroxide water 
solution, it filtered in the reaction mixture, filtrate after with 1 
Nhydrochloric acid making acidic, it removed the low boiling 
substance under vacuum. 

Suspension it did residue which it acquires in tetrahydrofuran 
65 ml, tothis suspension 2 hours it agitated with room 
temperature including 1 Nsodium hydroxide water solution 40 
ml. 

In reaction mixture after making pH 3 or less including 1 
Nhydrochloric acid, low boiling substance wasremoved under 
vacuum. 

It refined residue which it acquires with RP-column 
chromatography (Water: acetonitri le=6 : 1 ), compound (5)235 
mg (32%) it acquired with acetate as pale yellow solid. 



To this solution under hydrogen atmosphere, 69 hours it 
agitated with room temperature including 10% 
palladium-carbon 200 mg. 



It refined residue which it acquires with silica gel column 
chromatography (ethylacetate ), 936 mg (70%)it acquired 
with compound (6) as pale yellow solid. 



[0204] 

Working Example 2 7 

2 -amidino-6- { {(4 -carboxy piperidino ) carbonyl } 
methoxy } naphthalene {compound (5)} 
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1 H-NMR(DMSO-d 6 ) 5 tms • 9.48 (br, 2H),9.29 
(br, 2H), 8.48 (s, 1H), 8.10 - 7.30 (m, 5H), 5.02 
(s, 2H),3.30 - 3.10 (m, 2H), 3.10 - 2.80 (m, 2H), 
2.10- 1.30 (m, 5H) 



<sup>lH-nmr (DMSO-cfc );de <sub>TMS : 9.48 (br, 2H ), 
9.29 (br, 2H ), 8.48 (s, 1H ), 8.10 - 7.30 (m, 5H ), 5.02 (s, 
2H ),3.30 - 3.10 (m, 2H ), 3.10 - 2.80 (m, 2H ), 2.10 - 1.30 (m, 
5H) 





1700, 


1660, 


1605 


cm-1 


IR(KBr): 3300, 


1700, 


1660, 


1605 


cm<SP>-l</SP> 


■ • 




• • ■ ■ 


■ ■ °c 












mp 




120- 


125* 













•0205 ■ 

mmm 28 

\4- ' ' '-o- 



r 



~mm t- 



[0205] 

Working Example 2 8 

{(4 -amino-o-phenylene ) dioxy } diacetic acid di-t- butyl 



4 . ...... . •7.95g(5i.3 m mol) - J: • • 

. g£gg t _ . . . 25.0g(128mmol) ■ N, N- ■ ' " 

■ «•-•• -loomi ■»«• mm ti mm- 

' ' " 19.7g (143mmol) "iD " '^S ' 24 B$ffl 

fijC;«-7K-a aai 

nm- -o 

- n- ■ ■ ■ - t»s - • -t ■ 

■ 'T4- ■ ■ "-0- - - - - y 

-pgg. t . . . ■ I8.l0g 

(61%)» ' o 

■ ■ • ■ 13.10g (34.1mmol) 'Si' ■ ■ 
70ml ' --tL 10% ft ft 

i.3 g -a ■ -TK^UHmT -sa ■ 5 n$m«tt 



4 -nitro catechol 7.95g (51.3 mmol ) and it melted 
bromoacetic acid t- butyl 25.0 g (128 mmol ) in N, N- 
dimethylformamide 100 mI,to this 24 hours it agitated with 
room temperature including potassium carbonate 19.7g (143 
mmol ). 

You poured water to reaction mixture, extracted with diethyl 
ether, washed extracted liquid with water, and saline dried 
with anhydrous magnesium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum,recrystallization did residue from mixed 
solvent of n- hexane and ethylacetate,18.I0 g (61%) it 
acquired with {(4 -nitro-o-phenylene ) dioxy } diacetic acid 
di-t- butyl as colorless crystal. 

It melted this 13. 10 g (34. 1 mmol ) in ethylacetate 70 ml , to 
this under hydrogen atmosphere, 5 hours it agitated with room 
temperature including 10% palladium-carbon 1.3g. 



fijsst at® 1 3t&" "(saMmr 

MET ' ®£ ' "T4-' "-0-" 
■ -=RK-t-- ■ ■ - ll.8lg 

(98%) % ■ o 

•0206 ' 

'H-NMR (CDC1 3 ) 6 tms : 6.79 (m, 1H), 
6.27-6.20 (m, 2H),4.54 (s, 2H), 4.50 (s, 2H), 1.48 
(s, 1H), 1.47 (s, 9H) 

IR(KBr): 3350, 3000, 1740, 1510, 1150 cm-' 
D207 ■ 

mmm 29 

2- ■ " ■ *-6- -3,4- " "(t- 



celite filtration it did reaction mixture, from filtrate removed 
low boiling substance under the vacuum, 11.81 g (98%) it 
acquired with {(4 -amino-o-phenylene ) dioxy } diacetic acid 
di-t- butyl as the colorless oily. 

[0206] 

<sup>lH-nmr (CD Cl 3 );de <sub>f MS : 6.79 (m, 1H ), 6.27 - 
6.20 (m, 2H ), 4.54 (s, 2H ), 4.50 (s, 2H ), 1.48 (s, 1H ),1.47 
(s, 9H ) 

IR(KBr):3350, 3000, 1740, 1510 and 1 150 cm' 1 
[0207] 

Working Example 2 9 

2 -amidino-6- {3 and 4 -bis (t-butoxycarbonyl methoxy ) 
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(26)) 

mmm 3 tmm • *m ■ & ■ ■ 



(fcpftl anilino carbonyl } naphthalene (compound (26)) 

You followed method which is similar to Working Example 
3. 



■ ■ ■ ■ »6- • ■ '-2- i$ namely, 6-cyano -2- naphthalenecarboxy lie acid 100 mg (0.51 
lOOmg (0.51mmol)<t *(4- " ' "-o- " " ■ " J" ' mmol ) with it condensed {(4 -amino-o-phenylene ) dioxy } 

' " " — ' ' " 197mg (0.56mmol)£ tig diacetic acid t- butyl 197 mg (0.56 mmol ), the 

n ' Ti- ' ' " m kH?Wt m " m t SdSfit ■ recrystallization did from mixed solvent ofn-hexane and 

"H&jl ■ ^- ■ • --6- "3,4- ■ "(t- ethylacetate, 233 mg(86%) itacquired 2 -cyano-6- with {3 

) ■ ' and 4 -bis (t-butoxy carbonyl methoxy ) anilino carbonyl } 

JlfeEH*£ ' 233mg (86%)t# " o naphthalene as colorless solid. 

t)208 1 [0208] 

162-163 deg C melting point: 162-163 deg C 

'H-NMR (DMSO-d 6 , 500MHz) $tms : 10.40 (s, <sup>lH-nmr (DMSO-d* , 500 MHz );de <sub>TMS : 10.40 

lH),8.67(s, 1H), 8.62 (s, 1H), 8.27 (d, J=8.7Hz, (s, 1H ), 8.67 (s, 1H ), 8.62 (s, 1H ), 8.27 (d, J=8.7 Hz, 1H ), 

1H),8.20 (d, J=8.8Hz, 1H), 8.12 (dd, J=8.6, 8.20 (d, J=8.8 Hz, 1H ), 8.12 (dd, J=8.6, 1.7 Hz, 1H ),7.89 

1.7Hz, 1H),7.89 (dd, J=8.5, 1.6Hz, 1H), 7.55 (d, (dd, J=8.5, 1.6 Hz, 1H ), 7.55 (d, J=2.4 Hz, 1H ), 7.33 (dd, 

J=2.4Hz, 1H),7.33 (dd, J=8.8, 2.3Hz, 1H), 6.93 J=8.8, 2.3 Hz, 1H ) s 6.93 (d, J=8.8 Hz, 1H ), 4.65 (s,4H ), 1.44 

(d, J=8.8Hz, 1 H), 4.65 (s,4H), 1 .44 (bs, 1 8H) (bs, 1 8H ) 

D209 ■ [0209] 

& ■ "2- " ' -6- 3,4- " "(t- Next, 2 -cyano-6- it converted cyano group of {3 and 4 -bis 

-■■■)■■ ■ 200mg (t-butoxycarbonyl methoxy ) anilino carbonyl } naphthalene 

(0.38 mmol) ■ ■ ■ ■ &' ' m ' ' S" ■ 200 mg (0.38 mmol ) to amidino group, it refined with silica 

f : gel column chromatography (chloroform: methanol=5:l ), 

' ' ' ' =5:1) " ffiSi " ■ itnfy£6) ' & compound (26) it acquired 100 mg (With 3 step 39%)with 

ib7K^l£i£ " ft fem*<£ " lOOmg (3 XfM ■ iodide hydrogen acid salt as yellow solid. 

39%) o 

IR(KBr): 3350, 1730, 1670, 1510, 1160 cm- 1 IR (KBr ): 3350, 1730, 1670, 1510 and 1 160 cm" 1 

•0210 ■ [0210] 

Hffifli] 30 Working Example 30 

2- • " ' '-6- 3,4- ■ "( ) ' " 2 -amidino-6- {3 and 4 -bis (carboxy methoxy ) anilino 

■ ■ 1 ■ (1b"ra %(23)) carbonyl } naphthalene (compound (23)) 

Hffi^J 17 <h|H]t§ " " fi£ ■ " ^b*&1^26) " It treated iodide hydrogen acid salt 90 mg (0.13 mmol ) of ' 
<fc it JkMMtiiL 90mg (0.13mmol) compound (26) with trifluoroacetic acid 1 ml in 

' IftB! 1ml ■ 410:3 " ' it ntyft) ' & it accordancewith method which is similar to Working Example 

" ?TM3fe@<*£ ' 62mg (84 %) t# • 0 17, compound (23) 62 mg (84%)it acquired with iodide 

hydrogen acid salt as light brown solid. 



t)211 ■ 

1S£:>250 degC 

'H-NMR (DMSO-d 6 ) 8 TMS : 13.0-12.0 (bs, 
1H),10.44 (s, 1H), 9.47 (s, 2H), 9.15 (s, 2H), 8.64 
(s, 1H),8.52 (s, 1H), 8.29 (d, J=8.7Hz, 1H), 8.21 
(d, J=8.7Hz, IH),8.11 (d, J=8.9Hz, 1H), 7.86 (d, 
J-8.7HZ, 1H), 7.42 (s, 1H),7.39 (d, J=7.5Hz, 1H), 
6.90 (d, J=9.0Hz, 1H), 4.66 (bs, 4H) 



[0211] 

melting point: > 250 deg C 

<sup>lH-nmr (DMSO-ck );de <sub>TMS : 13.0-12.0 (bs, 
1H ), 10.44 (s, 1H ), 9.47 (s, 2H ), 9.15 (s, 2H ), 8.64 (s, 1H ), 
8.52 (s, 1H ),8.29 (d, J=8.7 Hz, 1H ), 8.21 (d, J=8.7 Hz, 1H ), 
8.1 1 (d, J=8.9 Hz, 1H ), 7.86 (d, J=8.7 Hz, 1H ), 7.42 (s, 1H ), 
7.39 (d, J=7.5 Hz, 1H ), 6.90 (d, J=9.0 Hz, 1H ), 4.66 (bs, 
4H) 
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IR(KBr): 3300, 3200, 1740, 1680, 1510 cm - 
■0212 " 

m ■■■)-o- 



■ t- ( 

S8t- 



■ ■ ■ 



-mm* 



t4- " ■■-o - 

' 2.78g(7.85mmol) ' £ ....... 

0.78g(7.85mmol) 10ml ■ ft] • ■ ' 
ft 37% 7K % 
0.64g(7.85mmol) ■ ft] ■ '3 B$Ri]ft]&39S " 1 • 

mm ■ - 

■ :n- ' ' • '=2:1) ■ *fc ftfil - 4».( • • ■ ■ 
■)-o- 



fcfi • 2.74 g (77%) ft 



" 4K ) -o- 

■ ■ • - -ftjfc. ■ • ■ 2.65g ( 5.70 mmoi) ' ' 
10ml " ■ "ft 7K 

Mit mm M 220mg(5.70mmol) 1 ft] 

■ MOOdegC - 30»|HHJM*' " o 

a a 

»*■■■■ (h- ■ 
■=2:1) ■ J: ffS" "t-C " 



■ ' • -)-o- " 
' ■ftfeSSttt ■ 1.03g(49%)# " o 

TO 13 ■ 

'H-NMR (CDC1 3 ) <5ths : 6.88-6.83 (m, 1H), 
6.17-6.15 (m, 2H),4.57 (s, 2H), 4.51 (s, 2H), 2.78 
(s, 3H), 1.48 (s, 18H) 

IR(neat): 3400, 2950, 2900, 1740, 1510 cm" 1 
TO14 ■ 

mmm 32 

2- ' " ' '-6- "3,4- " "(t- 



■ -)-N-- ■ 

(41:6*1(25)) 



3 tvm ■ *a • tt 



6- • ■ "-2- 1 

120mg (0.61mmol)<t ' "4- ( )-o- ■ ■ 

■ ' 246mg 

(0.67mmol)<!! ffi6 



IR(KBr): 3300, 3200, 1740, 1680 and 1510 cm' 1 
[0212] 

Working Example 3 1 

1|£ {{4 - (methylamino ) -o-phenylene } dioxy } diacetic acid t- 
butyl 

{(4 -amino-o-phenylene ) dioxy } diacetic acid t- butyl 2.78 g 
(7.85 mmol ) and succinimide 0.78g (7.85 mmol ) in addition 
to the ethanol 10 ml , 3 hours heating and refluxing it made 
this including 37% formaldehyde aqueous solution 0.64g 
(7.85 mmol ). 

From reaction mixture it removed low boiling substance 
under vacuum, it refined the residue with silica gel column 
chromatography (ethylacetate: n- hexane=2:l ), 2.74 g (77%) 
it acquired with {{4 - (succinimide methylamino ) 
-o-phenylene } dioxy } diacetic acid t- butyl as colorless 
liquid. 

It melted {{4 - (succinimide methylamino ) -o-phenylene } 
dioxy } diacetic acid t- butyl 2.65 g ( 5.70 mmol ) in dimethyl 
sulfoxide 10 ml , to this 30 min it agitated with 100 deg C 
including sodium borohydride 220 mg (5,70 mmol ). 

After cooling, you poured water to reaction mixture, extracted 
with the diethyl ether, washed extracted liquid with water, and 
saline dried with the anhydrous magnesium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum,it refined residue with silica gel column 
chromatography (n- hexane: ethylacetate=2:l ), 1.03 g (49%) 
it acquired with{{4 - (methylamino ) -o-phenylene } dioxy } 
diacetic acid t- butyl as colorless liquid. 

[0213] 

<sup>lH-nmr (CD Cl 3 );de <sub>THS : 6.88-6.83 (m, 1H ), 
6.17 - 6.15 (m, 2H ), 4.57 (s, 2H ), 4.51 (s, 2H ), 2.78 (s, 
3H),1.48 (s, 18H) 

IR (neat ): 3400, 2950, 2900, 1740 and 1510 cm' 1 
[0214] 

Working Example 32 

2 -amidino-6- {3 and 4 -bis (t-butoxycarbonyl methoxy ) -N- 
methyl anilino carbonyl } naphthalene (compound (25)) 

You followed method which is similar to Working Example 
3. 

namely, 6-cyano -2- naphthalenecarboxylic acid 120 mg (0.61 
mmol ) with it condensed {{ 4 - (methylamino ) 
-o-phenylene } dioxy } diacetic acid t- butyl 246 mg (0.67 
mmol ), itrefined with silica gel column chromatography (n- 
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(h- ■ ■ ■ ' :ffrWt ' ■ •=2:1) • cfc hexane: ethylacetate=2:l ), 267 mg (80%) it acquired 2 - {3 

ffiSi • 2- 3,4- • "(t- ' and 4 -bis (t-butoxycarbonyl methoxy ) -N- methyl anilino 

• )-N- -6- carbonyl } - 6 -cyano naphthalene as colorless solid. 
■ " ■ " 267mg (80%) ft • 0 

t)215 ' [0215] 

l H-NMR (CDC1 3 ) 5tms : 8.1 1 (s, 1H), 7.89 (s, <sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.1 1 (s, 1H ), 7.89 (s, 

1H),7.83 (d, J=8.6Hz, 1H), 7.66 (d, J=8.6Hz, 1H ), 7.83 (d, J=8.6 Hz, 1H ), 7.66 (d, J=8.6 Hz, 1H ), 7.56 

1H),7.56 (dd, J=8.5, 1.5Hz, 1H), 7.44 (dd, J=8.5, (dd, J=8.5, 1.5 Hz, 1H ), 7.44 (dd, J-8.5, 1.5 Hz, 1H ),8.71 (s, 

I.5Hz, 1H),8.71 (s, 1H), 8.56 (s, 2H), 4.48 (s, 1H ), 8.56 (s, 2H ), 4.48 (s, 2H ), 4.47 (s, 2H ), 3.49 (s, 3H ), 

2H), 4.47 (s, 2H), 3.49(s, 3H),1.47 (s, 9H), 1.37 1.47 (s, 9H ), 1.37 (s, 9H ) 
(s, 9H) 

IR(KBr): 2950, 2200, 1740, 1640, 1500, 1150 IR (KBr ): 2950, 2200, 1740, 1640, 1500 and 1 150 cm' 1 
cm" 1 

t)216 • [0216] 

2fc ■ '2- "3,4- ' ' (t- Next, 2 - {3 and 4 -bis (t-butoxycarbonyl methoxy ) -N- 

" )-N- ■ ■ • -6- methyl anilino carbonyl } - 6 -cyano naphthalene 260 mg it 

" ■ 260mg (0.48mmol) ■ ' ' ■ S converted cyano group of (0.48 mmol ) to amidino group,it 

" SEIfe (' refined with silica gel column chromatography (chloroform: 

: ' • ' " -5:1) ' <fc m$t ' ' itS methanol=5:l ), compound (25) 173 mg (52%) it 

$3(25) ' £ it 7kMMiM. ' M&fMfot ' acquiredwith iodide hydrogen acid salt as colorless solid. 

173mg(52%) f»". 

■0217 " [0217] 

'H-NMR (DMSO-d 6 )<5tms : 9.81-9.10 (bs, 3H), <sup>lH-nmr (DMSO-d* );de <sub>TMS : 9.8 1- 9.10 (bs, 

8.37 (s, 1H),8.05 (d, J=8.8Hz, 1H), 7.98 (s, 1H), 3H ), 8.37 (s, 1H ), 8.05 (d, J=8.8 Hz, 1H ), 7.98 (s, 1H ), 7.90 

7.90 (d, J=8.5Hz, 1H),7.76 (d, J=8.6Hz, 1H), (d, J=8.5 Hz, 1H ), 7.76 (d, J=8.6 Hz, 1H ),7.50 (d, J=8.7 Hz, 

7.50 (d, J=8.7Hz, 1H), 6.99 (s, 1H),6.63 (s, 2H), 1H ), 6.99 (s, 1H ), 6.63 (s, 2H ), 4.62 (s, 2H ), 4.53 (s, 2H ), 

4.62 (s, 2H), 4.53 (s, 2H), 3.37 (s, 3H),1.44 (s, 3.37 (s, 3H ), 1.44 (s, 9H ), 1.30 (s, 9H ) 
9H), 1.30 (s, 9H) 

IR(KBr): 3300, 1740, 1620, 1500, 1 160 cm' 1 IR (KBr ): 3300, 1740, 1620, 1500 and 1 160 cm" 1 

t)218 ■ [0218] 

Hffi^J 33 Working Example 33 

2- ■ ■ ■ "-6- 3,4- ' ■( )-N- ■ 2 -amidino-6- {3 and 4 -bis (carboxy methoxy ) -N- methyl 

" ' ' ■ (It/a $D(24)) anilino carbonyl } naphthalene (compound (24)) 

HJStflJ 17 fcHtil ■ ■ tfc ' ■ <b£-!$(25) " It treated iodide hydrogen acid salt 173 mg (0.25 mmol ) of 

&it TK^SHS 173mg (0.25mmol) ' ■ - ■ • compound (25) with trifluoroacetic acid 1 ml in 

* WtWi 1ml ■ JUS ■ ' " J: it tKSI accordancewith method which is similar to Working Example 

■ Sfe@f*£ ' 130mg (90%tf# ' 0 17, compound (24) 130 mg (90%) it acquired with iodide 

hydrogen acid salt as yellow solid. 



"0219 ' 

'H-NMR (DMSO-d 6 )5 TMS : 9.38 (bs, 2H), 9.26 
(bs, 2H),8.35 (s, 1H), 8.04 (d, J=8.7Hz, 1H), 7.94 
(s, 1H),7.90 (d, J=8.8Hz, 1H), 7.75 (d, J=10.0Hz, 
1H),7.50 (d, J=8.4Hz, 1H), 7.00 (s, 1H), 6.61 (s, 
2H), 4.61 (s, 2H),4.54 (s, 2H), 3.36 (s, 3H) 

IR(ICBr): 3100, 1640, 1500, 1 180, 1 140 cm" 1 



[0219] 

<sup>lH-nmr (DMSO-do );de <sub>TMS : 9.38 (bs, 2H ), 
9.26 (bs, 2H ), 8.35 (s, 1H ), 8.04 (d, J=8.7 Hz, 1H ), 7.94 (s, 
1H ), 7.90 (d, J=8.8 Hz, 1H ),7.75 (d, J=10.0 Hz, 1H ), 7.50 
(d, J=8.4 Hz, 1H ), 7.00 (s, 1H ), 6.61 (s, 2H ), 4.61 (s, 2H ), 
4.54 (s, 2H ), 3.36 (s, 3H ) 

IR(KBr):31 00, 1640, 1500, 1180 and 1140 cm' 1 
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■0220 • 

mmm 34 



2- 



'-6-'4-( )' 

' ■ ' '-N- tfb£^(76)) 

*3Hb (60%) 80mg(2.00mmol) ' 
N,N- 2ml m WM " mm h 

■ -mmm 21 ■ ha ■ & -*i 2- ■ • ■ 

-6-*-( ) 

576mg(1.60mmo!) ' N,N- ■ 1 ■ 

5ml ■ -Sffl "58 



0.25ml(4.0mmol) 'S;fl ■ 
" 7K 20ml ■ m ■ -ft M • ■ • ■ tttt 

*«eh i&ftAfe 

• a» 

• -(ttfl: • • ■ • ■ -=6:i) • ck mm 

' l- m ' -6-'4-( ) 

■ 539mg(90%) ft ■ . 
•0221 ■ 

'H-NMR (DMSO-d 6 )d Tm : 8. 14(s, 1H), 7.76 (d, 
J=8.5Hz, 2H),7.58 (dd, J=8.5, 1.8Hz, 1H), 7.53 
(d, J=1.8Hz, lH),7.33-7.23 (m, 1H), 7.30 (d, 
J=8.8Hz, 2H), 6.65 (d, J=8.8Hz, 2H),4.53 (s, 2H), 
3.74 (s, 3H), 3.58 (s, 3H) 

IR(KBr): 2250, 1760, 1625, 1605, 1210, 1185 

-l 

cm 

t)222 ' 

ft ■ mmm 3 tm» 2- • ■ --6- 



') 



■-N- 



4«7mg (1.30 mmol) 1 ■ 

' "S S'^ft 

C^lb -10:1) 

■«*«»■■ <b£^6) ■ JMb ■ 3IE 

ftfe@<*£ ■ 460mg (3 IS - 68%) "ft 
■ 

o 

•0223 " 

'H-NMR (DMSO-cU ) d TM s : 9.50-8.85 (m, 4H), 
8.40 (s, 1H),8.00 (d, J=8.8Hz, 1H), 7.99 (d, 
J=8.8Hz, 1H), 7.86 (d, J=1.2Hz, 1H),7.76 (dd, 
J=8.8, 1.2Hz, 1H), 7.47 (dd, J=8.8, 1.9Hz, 
1H),7.26 (d, J-8.7Hz, 2H), 4.72 (s, 2H), 6.74 (d, 
J=8.7Hz, 2H),3.36 (s, 3H), 3.49 (s, 3H) 



[0220] 

Working Example 34 

2 -amidino-6- {4 - (methoxycarbonyl methoxy ) benzoyl -N- 
methylamino } naphthalene (compound (76)) 

sodium hydride (60%) suspension doing 80 mg (2.00 mmol ) 
in N, N- dimethylformamide 2 ml, in this, 2-cyano-6- where it 
acquires with method which is similar to Working Example 2 
1 it dripped solution which melts {4 - (methoxycarbonyl 
methoxy ) benzoyl amino } naphthalene 576 mg (1.60 mmol ) 
in N, N- dimethylformamide 5 ml with the room temperature, 
2.5 hours agitated that way. 

In reaction mixture it dripped iodomethane 0.25 ml (4.0 
mmol ) with room temperature, 4 hours agitatedthat way. 

In reaction mixture it extracted with ethylacetate including 
water 20 ml , washed extracted liquid with saturated saline, 
and water after drying with the anhydrous magnesium sulfate, 
it removed low boiling substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (methylene chloride: ethylacetate=6: 1 ), 539 
mg (90%)it acquired 2 -cyano-6- with {4 - (methoxycarbonyl 
methoxy ) benzoyl-N- methylamino } naphthalene as 
colorless solid. 

[0221] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 8.14 (s, 1H ), 7.76 
(d, J=8.5 Hz, 2H ), 7.58 (dd, J=8.5, 1.8 Hz, 1H ), 7.53 (d, 
J=1.8 Hz, 1H ), 7.33 - 7.23 (m, 1H ),7.30 (d, J-8.8 Hz, 2H ), 
6.65 (d, J=8.8 Hz, 2H ), 4.53 (s, 2H ), 3.74 (s, 3H ), 3.58 (s, 
3H) 

IR(KBr):2250, 1760, 1625, 1605, 1210 and 1185 cm* 1 



[0222] 

2 -cyano-6- it converted cyano group of {4 - 
(methoxycarbonyl methoxy ) benzoyl-N- methylamino } 
naphthalene 487 mg (1.30 mm ol ) to amidino group 
inaccordance with method which is next similar to Working 
Example 3, itrefmed with silica gel column chromatography 
(methylene chloride: methanol=10:l ), compound (76) it 
acquired 460 mg (With 3 step 68%) with iodide hydrogen 
acid salt as pale yellow solid. 

[0223] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 9.50-8.85 (m, 
4H ), 8.40 (s, 1H ), 8.00 (d, J=8.8 Hz, 1H ), 7.99 (d, J=8.8 Hz, 
1H ), 7.86 (d, J=1.2 Hz, 1H ), 7.76 (dd, J=8.8, 1.2 Hz, 
1H ),7.47 (dd, J=8.8, 1.9 Hz, 1H ), 7.26 (d, J=8.7 Hz, 2H ), 
4.72 (s, 2H ), 6.74 (d, J=8.7 Hz, 2H ), 3.36 (s, 3H ), 3.49 (s, 
3H) 
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IR(KBr): 3070, 1750, 1670, 1610, 1215, 1180 
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G224 - 

mmm 35 

2- • - - --6- '4-( ) 

-N- tftH«(75))SI«fi« 
25 tmto ■ ^ ■ tt ' ' 1b£^76) ■ cMb 7k 
§§g$J£ 104mg(0.200mmol)' 

■ ■ • • "(YMC ttSi "ODS-AQ-120-S-50) • • 
(7K: ' ' * ' *1:1~0:1) ' 

mm ■ ■ ^^^5) ■ ■ akjt&att& 

■ 70mg(84%) M# ' . 
14*5:220-230 deg C(#») 

■0225 " 

! H-NMR (DMSO-d* )Stms : 10.55-10.15 (m, 
2H),9.38-9.05 (m, 2H), 8.38 (s, 1H), 7.98 
(d,J=8.7Hz,2H),7.84 (d, J=1.9Hz, 1H), 7.74 (d, 
J=8.7Hz, 1H),7.47 (dd, J=8.7, 1.9Hz, 1H), 7.23 
(d, J=8.8Hz, 2H),6.65 (d, J=8.8Hz, 2H), 4.39 (s, 
2H), 3.48 (s s 3H) 

IR(KBr): 3150, 1675, 1620, 1505, 1420, 1390, 
1250, 1180 cm 1 

"0226 ' 

mmm 36 



■ ■ '-6- "4-( 



(79)) 

n 

•4-( 



34 tm«k "2- ■ ■ --6- 



'■ ■) 

5*76mg(1.60mmol) ' 

• '376mg (2.20mmol) ■ J5l£ " " 

Vkit ■ ■ ■ 

=20:1-10:1) ■ £ IS 91 ' H- * m 



•-6- '4-( " " " 



■-N- 



'*fe@ft<!: ■ 331mg(46%) 



1995-7-18 

IR(KBr): 3070, 1750, 1670, 1610, 1215 and 1 180 cm -1 
[0224] 

Working Example 35 

hydrolysis it did iodide hydrogen acid salt 104 mg (0.200 
mmol ) of compound (76) 2 -amidino-6- in accordancewith 
method which is similar to {4 - (carboxy methoxy ) 
benzoyl-N- methylamino } naphthalene (compound (75)) 
Working Example 2 5, refined with reverse phase silica gel 
(YMC supplied •ODS-AQ-120-S-50 ) column 
chromatography ( Water : me thano 1=1: 1-0:1 ), compound (75) 
it acquired 70 mg (84%) with the acetate as pale yellow solid. 

melting point:220-230 deg C (Disassembly) 

[0225] 

<sup>lH-nmr(DMSO-d 6 );de<sub>TMS : 10.55-1 0.1 5 (m, 
2H ), 9.38 - 9.05 (m, 2H ), 8.38 (s, 1H ), 7.98 (d,J=8.7 
Hz,2H ), 7.84 (d, J=1.9 Hz, 1H ),7.74 (d, J=8.7 Hz, 1H ), 7.47 
(dd, J=8.7, 1.9 Hz, 1H ), 7.23 (d, J=8.8 Hz, 2H ), 6.65 (d, 
J=8.8 Hz, 2H ), 4.39 (s, 2H ), 3.48 (s, 3H ) 

IR(KBr): 31 50, 1675, 1620, 1505, 1420, 1390, 1250 and 
1180 cm" 1 

[0226] 

Working Example 36 

2 -amidino-6- {4 - (methoxycarbonyl methoxy ) benzoyl-N- 
benzylamino } naphthalene (compound (79)) 

2 -cyano-6- benzyl bromide 376 mg (2.20 mmol ) reacting to 
{4 - (methoxycarbonyl methoxy ) benzoyl amino } 
naphthalene 576 mg (1.60 mmol ) in accordance with method 
which is similar to Working Example 34, it refined with silica 
gel column chromatography (methylene chloride: 
ethylacetate=20: 1-10: 1 ),33 1 mg (46%) it acquired 2 
-cyano-6- with {4 - (methoxycarbonyl methoxy ) benzoyl-N- 
benzylamino } naphthalene as colorless solid. 



D227 ■ 

'H-NMR (DMSO-d 6 ) <5 TMS : 8.43 (s, 1H), 7.89(d, 
J=8.5Hz, 1H),7.87 (d, J=8.7Hz, 1H), 7.80-7.70 
(m, 2H), 7.50-7.15 (m, 8H),6.75 (d, J=8.7Hz, 
2H), 5.23 (s, 2H), 4.72 (s, 2H), 3.62 (s, 3H) 

IR(KBr): 3450, 2260, 1755, 1620, 1220, 1185 



[0227] 

<sup>lH-nmr (DMSO-de );de <sub>TMS : 8.43 (s, 1H ), 7.89 
(d, J=8.5 Hz, 1H ), 7.87 (d, J=8.7 Hz, 1H ), 7.80 - 7.70 (m, 
2H ), 7.50 - 7.15(m, 8H ), 6.75 (d, J=8.7 Hz, 2H ), 5.23 (s, 
2H ), 4.72 (s, 2H ), 3.62 (s, 3H ) 

IR(KBr): 3450, 2260, 1755, 1620, 1220 and 1185 cm" 1 



D228 * 



[0228] 
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3 m» ■ ■ fifc ■ -2- - ■ '-6- 

-■■)■••• --N-" 

329mg (0.73mmol) 1 ■ 

• 



(i£1b 

=12:1-6:1) ' £ If SI " " 
50%) -f#-o 



<bS^9)-<fc<b7K 

■ 218mg (3 Ig ■ 



•0229 ' 

'H-NMR (DMSO-ck ) 5 tms: 9.45-8.80 (m, 4H), 
8.33 (s, 1H),7.93 (d, J=8.6Hz, 1H), 7.90 (d, 
J=8.6Hz, 1H), 7.75 (s, 1H),7.72 (d, J=8.6Hz, 1H), 
7.44-7.15 (m, 8H), 6.74 (d, J=8.7Hz, 2H),5.24 (s, 
2H), 4.72 (s, 2H), 3.63 (s, 3H) 

IR(KBr): 3150, 1735, 1660, 1600, 1485, 1210, 
1165 cm' 1 

■0230 " 

Xttffi 37 

' '-6- -4-( ' ■ ■ 



2- 
-N 



)" ■ 

(1b£^(78)) 



mmm 25 mm • *j* ■ « ■ - itsniv ■ 

«Mb 7K*Ki£ 60mg(0.10mmol) "iJOTlCtf*? 

40mg(82%) ■ ff - o 
•0231 " 

1 H-NMR (DMSO-d* )d TMS : 10.47-10.15 (m, 
2H),9.48-9.02 (m, 2H), 8.29 (s, 1H), 7.91 (d, 
J=8.5Hz, 2H),7.73 (s, 1H), 7.69 (d, J=8.5Hz, 1H), 
7.47-7.13 (m, 8H),6.65 (d, J=8.4Hz, 2H), 5.23 (s, 
2H), 4.39 (s, 2H) 

IR(KBr): 3250, 1680, 1610, 1515, 1505, 1420, 
1400, 1230, 1180 cm* 1 

•0232 ■ 

mmm 38 

■ • ' --(4- )IEK t- 



2 -cyano-6- it converted cyano group of {4 - 
(methoxycarbonyl methoxy ) benzoyl-N- benzylamino } 
naphthalene 329 mg (0.73 mmol ) to amidino group 
inaccordance with method which is next similar to Working 
Example 3, itrefined with silica gel column chromatography 
(methylene chloride: methanol=12:l~6:l ), compound (79) it 
acquired 218 mg (With 3 step 50%) with iodide hydrogen 
acid salt as pale yellow solid. 

[0229] 

<sup>lH-nmr (DMSO-ck );de <sub>TMS : 9.45-8.80 (m, 
4H ), 8.33 (s, 1H ), 7.93 (d, J=8.6 Hz, 1H ), 7.90 (d, J=8.6 Hz, 
1H ), 7.75 (s, 1H ), 7.72 (d, J=8.6 Hz, 1H ),7.44 - 7.15 (m, 
8H ), 6.74 (d, J=8.7 Hz, 2H ), 5.24 (s, 2H ), 4.72 (s, 2H ), 3.63 
(s, 3H) 

IR(KBr):31 50, 1735, 1660, 1600, 1485, 1210 and 1165 cm 
[0230] 

Working Example 37 

2 -amidino-6- {4 - (carboxy methoxy ) benzoyl-N- 
benzylamino } naphthalene (compound (78)) 

iodide hydrogen acid salt 60 mg (0.10 mmol ) of compound 
(79) hydrolysis was done in accordance with the method 
which is similar to Working Example 2 5, compound (78) 40 
mg (82%) wereacquired with acetate as pale yellow solid. 

[0231] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 10.47-1 0.1 5 (m, 
2H ), 9.48 - 9.02 (m, 2H ), 8.29 (s, 1H ), 7.91 (d, J=8.5 Hz, 
2H ), 7.73 (s, 1H ),7.69 (d, J=8.5 Hz, 1H ), 7.47 - 7.13 (m, 
8H ), 6.65 (d, J=8.4 Hz, 2H ), 5.23 (s, 2H ), 4.39 (s, 2H ) 



IR(KBr): 3250, 1680, 1610, 1515, 1505, 1420, 1400, 1230 
and 1180 cm* 1 

[0232] 

Working Example 38 

trans- (4 -amino cyclohexyloxy ) t-butyl acetate 



5.00g 
3.82g 



(43.4mmol) ■ N, N- 
(43.4mmol) '37% 50ml *N- ' 
■ ■ ■ 1 9.54ml (86,8mmol) ' <£ 
10ml 200ml 'AO" 



■ ' 

■ *50:1-10:1) 1 «k US 



While trans-4- amino cyclohexanol 5.00g (43.4 mmol ), N, N- 
dimethyl urea 3.82g (43.4 mmol ), 37% formalin 50 ml ' N- 
methylmorpholine 9.54 ml (86.8 mmol ) and in mixed 
solution of the dioxane 10 ml removing water under 
azeotropic boiling including toluene 200 ml,approximately 5 
hours it heated. 

From reaction mixture it removed low boiling substance 
under vacuum, it refined the residue with silica gel column 
chromatography (methylene chloride: methanol=50:l~10:l ), 
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-5 (4- y m , 3 . 

-2- • " "-1,3,5- &fe@<* 

t ■ 7.40g(75%) #■« 

D233 - 

'H-NMR (CDC1 3 ) 6 tms : 4.21 (s, 4H), 
3.68-3.55 (m, 1H),3.46 (d, J=4.6Hz, 1H), 2.85 (s, 
6H), 2.90-2.74 (m, 1H),2. 13-1 .88 (m, 4H), 
1.46-1.23 (m, 4H) 



-0234 1 



<-5-(4- 



y-1,3- ■ ■ 

-2- " • '-1,3,5- 

l.OOg (4.40mmol) " J: ' ■ ' ftigt- ■ ■ ■ 
1.29g (6.60mmol) 13ml " %UR m " 

tt «J£it7K3t ■ • - n- 

45mg (O.Bmmol) ' JjQ " ■TKK'fb 
13.2g (330mmol) ' 7K 13.2ml ■ £ff • 

«m ■ m. ■ * ■ at* • ■ - ■ 
ffl^ ■ -»et ■ ■* ■ ■ 

S/S fi£lb 

........ -20:1) ■ fflS? 

-5- n- tt- -) 

-M,3- -2- ■ ■ ■ 

-1,3,5- ft SB <*<t " 680mg 

(45%) ft " 0 

■0235 ■ 

l H-NMR (CDCI3 )(5tms : 4.20 (s, 4H), 3.98 (s, 
2H),3.49-3.23 (m, 1H), 2.84 (s, 6H), 2.88-2.75 
(m, 1H),2. 18-2.06 (m, 2H), 2.06-1.93 (m, 2H), 
1.47 (s, 9H),1.44-1.16(m, 4H) 

•0236 " 

• ■ • -.5. -4- tt- 



.)■■•• 

-"1,3- 

-2- ■ ■ '-1,3,5- ' " " ' 300mg (0.879mmol) 
' t- ' ' ' ' ■5ml ' feffi ' "*l l&fDttflS " 
7K5§» 5ml -I® ' m 2 ftMADftS 

3S " " o 

SJ6«' IN *g£1b *»*■ pHIO 

am • tttaa ■* ■ «t 

0 

fflii^ -aa ' - MET ■ ■ ■ 

»a &\i 

........ ^10:1-5:1) ■ J: fflSi ■ ■ ■ 

■ '-(4- • )BEB t-- ■ 



7.40 g (75%) it acquired trans-5- (4 -hydroxy cyclohexyl ) - 
land 3 -dimethyl hexahydro -2- oxo-l,3,5-triazine as 
colorless solid. 

[0233] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 4.21 (s, 4H ), 3.68 - 
3.55 (m, 1H ), 3.46 (d, J=4.6 Hz, 1H ), 2.85 (s, 6H ), 2.90 - 
2.74(m, 1H), 2.13- 1.88 (m, 4H ), 1.46- 1.23 (m, 4H ) 

[0234] 

trans-5- (4 -hydroxy cyclohexyl ) - 1 and 3 -dimethyl 
hexahydro -2- oxo-l,3,5-triazine l.OOg (4.40 mmol ) and it 
melted bromoacetic acid t- butyl 1.29 g (6.60 mmol ) in 
toluene 13 ml , it dripped solution which melts sodium 
hydroxide 13.2g (330 mm ol )in water 13.2 ml including 
hydrogen sulfate tetra-n- butyl ammonium 45 mg (0.13 
mmol ), in this, 15 hours agitated with room temperature. 

separating it did organic layer, washed with water, dried with 
the anhydrous magnesium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum, it refined residue with silica gel column 
chromatography (methylene chloride: methanol=20: 1 ), 680 
mg (45%) it acquired the trans-5- {4 - {(t-butoxycarbonyl ) 
methyl oxy } cyclohexyl } - 1 and 3 -dimethyl hexahydro -2- 
oxo-l,3,5-triazine as colorless solid. 

[0235] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 4.20 (s, 4H ), 3.98 
(s, 2H ), 3.49 - 3.23 (m, 1H ), 2.84 (s, 6H ), 2.88 - 2.75(m, 
1H ), 2.18 - 2.06 (m, 2H ), 2.06 - 1.93 (m, 2H ), 1.47 (s, 9H ), 
1.44- 1.16 (m, 4H) 

[0236] 

trans-5- {4 - {(t-butoxycarbonyl ) methyl oxy } cyclohexyl } - 
1 and 3 -dimethyl hexahydro -2- oxo-l,3,5-triazine 300 mg it 
melted (0.879 mmol ) in t-butanol 5 ml, 2 hours heating and 
refluxing it made this including saturated ammonium chloride 
Niu • aqueous solution 5 ml. 

After with 1 Nsodium hydroxide water solution making pH 
10, it extracted reaction mixture with benzene, washed 
extracted liquid with water, and saline driedwith anhydrous 
sodium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum,it refined residue with silica gel column 
chromatography (methylene chloride: methanol=10:l~5:l ), 
130 mg (57%) it acquired with trans- (4 -amino 
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• ■ftfeHtt* ' 130mg(57%) % " o 
•0237 ■ 

l H-NMR (CDCb )8 ms : 3.98 (s, 2H), '4.24-3.42 
(m, lH),2.88-2.69 (m, 1H), 2.45-1.82 (m, 6H), 
1.47 (s, 9H), 1.50- 1.07 (m, 4H) 

•0238 " 

SSfcffl 39 

- • • -.2- " ' ' '-6- {4-t- 

) 

• ■«b**(30)) 

6- ' 1 '-2- i&OOmg 
(0.51 mmol) ' «fc " ■ " "-(4- 

)PI£t- B " " 128mg (0.55mmol) " 

N,N- 5ml ' " "tl 
1- -1H- 75mg 
(0.55mmol) B £ l-(3- ) 
-3- " " " 107mg(0.55mmol) 

■ 7K 20ml • ■ ■ am ■ 



cyclohexyloxy ) t-butyl acetate as colorless solid. 
[0237] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 3.98 (s, 2H ), 4.24 - 
3.42 (m, 1H ), 2.88 - 2.69 (m, 1H ), 2.45 - 1.82(m, 6H ) 5 1.47 
(s, 9H ), 1.50- 1.07 (m, 4H ) 

[0238] 

Working Example 39 

trans -2- amidino-6- {(4 -t-butoxycarbonyl methoxy 
cyclohexyl ) amino carbonyl } naphthalene (compound (30)) 

6 -cyano -2- naphthalenecarboxylic acid 100 mg (0.51 mmol ) 
and it melted trans- (4 -amino cyclohexyloxy ) t-butyl acetate 
128 mg (0.55 mmol ) in N, N- dimethyl formamide 5 ml, in 
this 18 -hour it agitated with room temperature 1 
-hydroxy- 1 H-benzotriazole 75 mg (0.55 mmol ) and 1 - (3 
-dimethylaminopropyl ) - 3 -ethyl carbodiimide 107 mg 
including (0.55 mmol ). 

In reaction mixture it extracted with ethylacetate including 
water 20 ml . 



ft fctJ/^ ■ 7K " & li*&7K " 2t;$ ' ^TkESiS ' You washed extracted liquid with water, and saline dried with 
■ ' o the anhydrous magnesium sulfate. 

"itiS ' ' i&ffi&fyl ' MET " I7£ ■ ■ After filtering, from filtrate it removed low boiling substance 

$131 " (h- 1 under vacuum,it refined residue with silica gel column 

' ' m /WfM m ' - =3:1~1:1) ■ £ 3fS ' * " chromatography (n- hexane/ethy lacetate=3: 1-1:1 ), 160 mg 

• ' -2- T(4-t- (77%) it acquired the trans -2- {(4 -t-butoxycarbonyl methoxy 

• ■ ■ ' ) -6- cyclohexyl ) amino carbonyl } - 6 -cyano naphthalene as 
■ft&feHU*£ ■ 160mg(77%)f# " o colorless solid. 

•0239 ' [0239] 

'H-NMR (CDCI3 )6 TMS : 8.28 (s, 1H), 8.26 (s, <sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.28 (s, 1H ), 8.26 

lH),8.10-7.85 (m, 3H), 7.67 (dd, J=8.4, MHz, (s, 1H ), 8.10 - 7.85 (m, 3H ), 7.67 (dd, J=8.4, 1.4 Hz, 1H ), 

1H),6.09 (d, J=8.0Hz, 1H), 4.19-3.90 (m, 1H), 6.09 (d, J=8.0 Hz, 1H ),4.19 - 3.90 (m, 1H ), 4.02 (s, 2H ), 

4.02 (s, 2H),3.48-3.31 (m, 1H), 2.31-2.05 (m, 3.48 - 3.31 (m, 1H ), 2.31 - 2.05 (m, 4H ), 1.49 (s, 9H ), 1.45- 

4H), 1.49(s,9H),1.45-1.19(m,4H) 1.19 (m,4H) 

■0240 " [0240] 

<% ' Hlfe#] 3 ' 9 'tit "-2- trans -2- {(4 -t-butoxycarbonyl methoxy cyclohexyl ) amino 

T(4-t- " carbonyl } - 6 -cyano naphthalene 150 mg it converted cyano 

• ) -6- ' 150mg group of (0.37 mmol ) to amidino group in accordance with 

(0.37mmol) ' ' ' ' S' " ' ' ■ lEJH " method which is next similar to Working Example 3, itre fined 

' " (Chromatorex *NH §2 'lt± 1 ' ' 'it with silica gel (chroma torex 'NH form ■ Fuji Silysia 

^) ( : ' ' ■ Chemical Ltd. (DB 69-074-5500 )) column chromatography 

■ • =5:1) ■ <*: ffiS ■ ' it^WfiQ) " (chloroform: methanol^ :1 ), 70 mg (45%) it acquired with 

£ ■ 70mg (45 %) t# ■ 0 the compound (30) as colorless solid. 

t)241 ■ [0241] 

'H-NMR (DMSO-d 6 ) 6 ™s : 8.44 (s, 1H), 8.38 <sup>IH-nmr (DMSO-cU );de <sub>TMS : 8.44 (s, 1H ), 8.38 
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(s, 1H),8. 12-7.90 (m, 4H), 6.75 (bs, 1H), 4.00 (s, 
2H), 3.90-3.75 (m, 1H),3.33-3.10 (m, 1H), 
2.15-1.82 (m, 4H), 1.43 (s, 9H),1.40-1.22 (m, 
4H) 

0242 • 

Hffi#J 40 

■ ■ • -_2- ■ ■ ■ --6- {4- ■ ' 

) fftrft 

*(29)) 

nmm \i tmm ■ ■ at ■ ■ itsmo) 

68mg (0.16mmol )-•-■■ ■ Pig2mi ' 9& 

m- Mb^nu9) mm-m&m 

• 70mg(91%)#"o 
1)243 ■ 

'H-NMR (DMSO-d* )$tms:9.47 (bs, 2H), 9.18 
(bs, 2H),8.60-8.39 (m, 3H), 8.26 (d, J=8.6Hz, 
1H), 8.16 (d, J=8.6Hz, 1H),8.07 (dd, J=8.6, 
2.0Hz, 1H), 7.85 (dd, J=8.6, 2.0Hz, 1H),4.05 (s, 
2H), 4.02-3.70 (m, 1H), 3.50-3.25 (m, 
1H),2.15-1.80 (m, 4H), 1.60-1.22 (m, 4H) 

t>244 " 

SJ560J41 



3-(4- 



■ ■ 

■ ■ • 



( i 

' 27.8g (81.1mmol) 280ml 
•JP ■ "ti 1.6M n- n- ■ 
' " " 50.0ml (80.0mmol) • -40 deg C ■ 

30 »iw ■ «t i ftmmn ■ ■ . 

• • " "4 -( ) ' 

20.0g(81.0mmol) 

200ml ■ %M ' ■»» • 30#P B 1 ■ ST ■ ■ 

tsa 3.5 ftiuiflttt ■ • o 

?rttff * is ■ ■ ■ • 7KH • mm. • • ••mm 

• -®m$tM ®mt$ ■■■*-* ft« 
*•»*■ «*• 

• 

0 

imik -mm • '&angto - met ■ ■* ■ ■ 
mm (h- • 

• * • -=4:1) " fffSS " 

) 

• ' "%&®ftt • 7.02g(32%) 



■0245 • 

l H-NMR (CDC1 3 )<5™ S : 7 33 ( m > 5H )> 5.77 (s, 



(s, 1H ), 8.12 - 7.90 (m, 4H ), 6.75 (bs, 1H ), 4.00 (s, 

2H ),3.90- 3.75 (m, 1H ), 3.33 - 3.10 (m, 1H ), 2.15-1.82 (m, 

4H ), 1.43 (s, 9H ), 1.40 - 1.22(m, 4H ) 

[0242] 

Working Example 40 

trans -2- amidino-6- {(4 -carboxy methoxy cyclohexyl ) 
amino carbonyl } naphthalene (compound (29)) 

compound (30) it treated 68 mg (0.16 mmol ) with 
trifluoroacetic acid 2 ml in accordance with method which is 
similar to Working Example 17, 70 mg (91%) it acquired with 
trifluoroacetate of compound (29) as colorless solid. 

[0243] 

<sup>lH-nmr (DMSO-do );de <sub>TMS :9.47 (bs, 2H ), 
9.18 (bs, 2H ), 8.60 - 8.39 (m, 3H ), 8.26 (d, J=8.6 Hz, 1H ), 
8.16 (d, J=8.6 Hz, 1H ),8.07 (dd, J=8.6, 2.0 Hz, 1H ), 7.85 
(dd, J=8.6, 2.0 Hz, 1H ), 4.05 (s, 2H ), 4.02 - 3.70 (m, 1H ), 
3.50 - 3.25 (m, 1H ), 2.15 - 1.80(m, 4H ), 1.60 - 1.22 (m, 4H ) 

[0244] 

Working Example 41 

3 - (4 -amino cyclohexyl ) propanoic acid t-butyl 

In this - with 40 deg C it dripped n- hexane solution 50.0 ml 
(80.0 mmol ) of 1.6 Mn-butyl lithium to (methoxymethyl ) 
triphenyl phosphonium chloride 27.8g (81.1 mmol ) with 30 
min including tetrahydrofuran 280 ml, 1 hour agitated that 

way. 

Next, 4 - it dripped solution which melts (benzyloxycarbonyl 
amino ) cyclohexanone 20. Og (81.0 mmol ) in the 
tetrahydrofuran 200 ml with 30 min, after that reset to room 
temperature and 3.5 hours agitated. 

You poured reaction mixture to saturated ammonium chloride 
aqueous solution and took organic layer, furthermoreextracted 
water layer with ethylacetate, together washed extracted 
liquid and the organic layer with water, and saline dried with 
anhydrous magnesium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum, refined residue with silica gel column 
chromatography (n- hexane: ethyl acetate=4 : 1 ), 7.02 g 
(32%) it acquired 4 -with (benzyloxycarbonyl amino ) 
cyclohexylidene methyl methyl ether as colorless solid. 

[0245] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.33 (m, 5H ), 5.77 
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1H),5.10 (s, 2H), 4.69 (bs, 1H), 3.63 (m, 1H), 
3.53 (s, 3H),2.20-1.80 (m, 6H), 1.34-1.05 (m, 
2H) 

IR(Neat): 3600-3100, 2900, 1670, 1530, 1300 cm 
-i 



(s, 1H ), 5.10 (s, 2H ), 4.69 (bs, 1H ), 3.63 (m, 1H ), 3.53 (s, 
3H ),2.20 - 1.80 (m, 6H ), 1.34 - 1.05 (m, 2H ) 

IR(Neat): 3600- 31 00, 2900, 1670, 1530 and 1300 cm' 1 



•0246 1 



4-( 



7.00g 



(25.5mmol) 1 ■ " 50ml ■ 
• "ti 4Ni£i£25ml "SO " 'MS, ' 4 

£«» ■ "It" ■ ' 

■ 

o 



4-( 



) 

*fe@<*£ ' 6.25g 



(94%)» ' o 
D247 - 

'H-NMR (CDC1 3 )(5tms: 9.65, 9.61 (each s, 1H), 
7.34(m, 5H),5.02 (s, 2H), 4.73 (m, 1H), 3.50 (m, 
1H), 2.30-1.10 (m, 9H) 

•0248 ' 

7K*flS (60%) 1.1 7g (28.9mmol) " " ■ 

240ml ■»» " "*l " ■ ■ ■ 

Wflktr ' ■ " (95% $Jg) 6.15g 

(25.8mmol) 60ml ■ feffi ' 

- ■ ■ tam - ■ ■ ■ 30 aimittt ■ ■ o 

fiJCJft "S " tKH* ' "*i 4-( 

) 

6.15g (23.4mmol) 60ml ■ 

m% ■ ■»» - 45 #m - jtf <tss 

■ 1 ftniitt ■ ■ o 

KB* - > «»A* , *ET'K B «»■ 
Hit - • -tfttt*-»-**ll-W 7K- 
<fc ft«*'«# B 4K*tt!ft 



Sit (h- ■ 

- - " ■ "=4:1) B AS ' '£ - "4-( ■ • 

) 

■ • 'WtW ' ' 'te&m&t ■ 7.02g(32%) 



[0246] 

4 - It melted (benzyloxycarbonyl amino ) cyclohexylidene 
methyl methyl ether 7.00g (25.5 mmol ) in tetrahydrofuran 50 
ml , in this 4 hours itagitated with room temperature including 
4 Nhydrochloric acid 25 ml . 

In reaction mixture after making weakly alkaline, including 
sodium bicarbonate-saturated water it extractedwith 
ethylacetate, washed extracted liquid with water, and saline 
driedwith anhydrous magnesium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum, 6. 25 g (94%) it acquired 4 - with 
(benzyloxycarbonyl amino ) cyclohexyl carbaldehyde as 
colorless solid. 

[0247] 

<sup>lH-nmr (CD Ci 3 );de <sub>TMS : 9.65, 9.61 (each s, 
1H ), 7.34 (m, 5H ), 5.02 (s, 2H ), 4.73 (m, 1H ), 3.50 (m, 
1H ), 2.30-1. 10 (m, 9H) 

[0248] 

sodium hydride (60%) 1.17 g (28.9 mmol ) suspension were 
done in tetrahydrofuran 240 ml, inthis, diethyl phosphono 
t-butyl acetate (95% purity ) solution which melts 6.15 g (25.8 
mmol ) in tetrahydrofuran 60 ml was dripped to under ice 
cooling with 15 min. 

You reset to room temperature after this and 30 min agitated. 

ice cooling it did reaction mixture again, in this 4 - it dripped 
solution which melts (benzyloxycarbonyl amino ) cyclohexyl 
carbaldehyde 6.15g (23.4 mmol ) in tetrahydrofuran 60 ml 
with 45 min, 1 hour agitated with room temperature after this. 



From reaction mixture it removed low boiling substance 
under vacuum, it took organic layer in residue including 
ethylacetate and saline, washed with water,and saline dried 
with anhydrous magnesium sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum, refined residue with silica gel column 
chromatography (n- hexane: ethylacetate=4 : 1 ), 7.02 g 
(32%) it acquired the;be- with {4 - (benzyloxycarbonyl 
amino ) cyclohexyl } t-butyl acrylate as colorless solid. 
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t)249 ' 

l H-NMR (CDCb )(5tms: 7.34 (m, 5H),6.83 (dd, 
J=15.8, 6.8Hz, 0.5H), 6.75 (dd, J=15.8, 6.8Hz, 
0.5H),5.72 (dd, J=15.8, 1.3Hz, 0.5H), 5.68 (dd, 
J=15.8, 1.3Hz, 0.5H),5.08 (s, 2H), 4.85, 4.75 
(each bs, 1H), 3.81, 3.45 (each bs, 1H),1.48 (s, 
9H), 2.30-1.10 (m, 8H) 

IR(KBr): 3700-3100, 2900, 1710, 1700, 1650, 
1510cm' 1 

■0250 ■ 

£-"4-( )■ ■ ■ 

" ■ it t- ■ " ' 7.00g 

■ ■ ■ '200ml ' " "*l 
• •«* 700mg 'JJO ■ -tK^H 

24 ftmrnw " " o 
n- ■ • ■ • ttfM ' " " t ;i 

■ -3 (4 r 

■ ■ ■ -m&mfct ■ 3.78 g 



(19.5mmol) ■ " 
• 10% • ■ • 
HST "SS * 

■ ■ ■ ■ j§t- 
(85%)f# ■ o 

■0251 • 

14^:39-40 degC 

'H-NMR (CDCb ) 6-tms : 8.00 (bs, 2H), 2.88 
(m, 1H),2.19 (m, 2H), 1.91 (d, J=9.9Hz, 2H), 
1.73 (d, J=9.9Hz, 2H),1.39 (s, 9H), 1.60-0.80 (m, 
8H) 

IR(KBr): 2900, 1720, 1360, 1160 cm* 1 
t)252 ' 

mmm 42 



•-6- ■ *-(2- 



1*1(15)) 

10 -6-" " -2 - " 

i£07mg (1.05mmol) t 3-(4- ■ 

• • J Ht- ■ ■ ■ 

250mg (1.10mmol)£8g£ ' ' 

■ ■ ■ ■ • (n-' ■;B£B?' " " 

-3:1-1:1)"* «S B 2-"*-(2-t- 

■"••■■) 

• "-6- -m&mWt ' 337mg 

(79%) m ■ 0 

•0253 " 

'H-NMR (CDCI3) <5tms: 8.29 (s, 1H), 8.25 (d, 
J=0.8Hz, lH),8.04-7.89 (m, 3H), 7.70-7.64 (m, 
1H),6.33, 6.11 (each d, J=7.9Hz, 1H), 4.35-4.22, 



[0249] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 7.34 (m, 5H ), 6.83 
(dd, J=15.8, 6.8 Hz, 0.5H ), 6.75 (dd, J=15.8, 6.8 Hz, 0.5H ), 
5.72 (dd, J=15.8, 1.3 Hz, 0.5H ), 5.68 (dd, J=15.8, 1.3 Hz, 
0.5H ), 5.08 (s, 2H ),4. 85 and 4. 75 (each bs, 1H ), 3. 81 and 
3. 45 (each bs, 1H ), 1.48 (s, 9H ), 2.30 - 1.10 (m, 8H ) 

IR(KBr): 3700-31 00, 2900, 1710, 1700, 1650 and 1510 cm 

[0250] 

The;be - it melted {4 - (benzyloxycarbonyl amino ) 
cyclohexyl } t-butyl acrylate 7.00g (19.5 mmol ) in methanol 
200 ml, in this under the hydrogen atmosphere, 24 hours it 
agitated with room temperature including 10% 
palladium-carbon 700 mg. 

It filtered reaction mixture, from filtrate removed low boiling 
substance under the vacuum, washed residue with mixed 
solvent of n- hexane and ethylacetate,3.78 g (85%) it acquired 
3 - with (4 -amino cyclohexyl ) propanoic acid t-butyl as 
colorless solid. 

[0251] 

melting point:39-40 deg C 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.00 (bs, 2H ), 2.88 
(m, 1H ), 2.19 (m, 2H ), 1.91 (d, J=9.9 Hz, 2H ), 1.73 (d, 
J=9.9 Hz, 2H ), 1.39 (s, 9H ),1.60 - 0.80 (m, 8H ) 

IR (KBr ): 2900, 1720, 1360 and 1 160 cnV 1 
[0252] 

Working Example 42 

2-amidino-6- {{4-(2- * jp7 1 carbonyl ethyl ) 
cyclohexyl } amino carbonyl } naphthalene (compound ( 1 5)) 

6 -cyano -2- naphthalenecarboxylic acid 207 mg (1.05 mmol ) 
with 3 - it condensed (4 -amino cyclohexyl ) propanoic acid 
t-butyl 250 mg (1.10 mmol ) in accordance with method 
which is similar to Working Example 10, it refined with silica 
gel column chromatography (n- hexane: 
ethylacetate=3:l~l:l ),337 mg (79%) it acquired 2 - {{4 - (2 
-t-butoxycarbonyl ethyl ) cyclohexyl } amino carbonyl } - 6 
-cyano naphthalene as colorless solid. 

[0253] 

<sup>lH-nmr (CD Cl 3 );de <sub>TMS : 8.29 (s, 1H ), 8.25 
(d, J=0.8 Hz, 1H ), 8.04 - 7.89 (m, 3H ), 7.70 - 7.64 (m, 1H ), 
6,33 and 6. 1 1 (each d, J=7.9 Hz, 1H ), 4.35 - 4. 22 and 4. 07 - 



Page 84 Paterra Instant MT Machine Translation 



JP1995179407A 



1995-7-18 



4.07-3.92 (each m,lH),2.29-2.04 (m, 4H), 1.45 
(s, 9H), 1.92-1.09 (m, 9H) 

t)254 ■ 

2- " 4--(2-t- 



318mg (0.782mmol) 15ml ■ SgjR 

• ■ »» ■ ■ awe* • ■ ■ 20 an 
«-a 3 i*w«»- 

fi««' "(EJftjSltt "MET " ®£ ' «Mt B 
20ml •tafPa»7K20ml -ftj ■ '30 



in tkh am ■ ■ 

aiatt ■ -ffadtt - met - ■* ■ - 

Sl/Tt " J&lfc 80mg (1.50mmol) 'fig 
ft ■»* 10ml • J: 
• - 10ml - »P - B 4B$mft]fR39K ■ ■ o 

f 

^95:5-85:15) ■<*«»■■ 4b£^ 
(15) " i£g£tg ■ m&m&t ■ 330mg (2 Xg 
■ 98%) " f# ■ o 

■0255 • 

'H-NMR (DMSO-d 6 ) <Stms : 9.47 (bs, 4H), 8.56 
(s, 2H),8.54, 8.43 (each d, J=7.!Hz, 1H), 8.28 
(dd, J=8.6, 1.6Hz, 1H),8.15 (d, J=8.5Hz, 1H), 
8.07 (d, J=8.6Hz, 1H), 7.90 (d, J=8.5Hz, 
1H),4.06 (q, J=7.1Hz, 2H), 3.89-3.74, 3.49-3.39 
(each m, 1H) ,2.32 (t, J=7.4Hz, 2H), 1.89 (t, 
J=7.1Hz,3H), 1.92-0.98 (m, 1H) 

t)256 " 

mmm 43 

2- ■ ■ • --6- ' t-(2- } ' • ■ ' 
titi£® 

(14)) 

mmm 25 tmm ■ #a ■ ft ■ ■ fc*ni5) ■ 

£84 316mg(0.731mmol) ■ jDTk^jR - ■ 1b£ 
!ft(14) • J£l$i£ ' ftife@<*<t ■ 118mg(40%) 

IS ■ o 

D257 ■ 

'H-NMR (DMSO-d 6 )<5 T M S : 9.51 (bs, 2H), 9.25 
(bs, 2H),8.55-8.50 (m, 3H), 8.26 (d, J=8.7Hz, 
1H), 8.16 (d, J-8.7HZ, 1H),8.07 (dd, J=8.7, 



3.92 (each m,lH ), 2.29 - 2.04 (m, 4H ),1.45 (s, 9H ), 1.92 - 
1.09 (m, 9H) 

[0254] 

2 - {{4 - (2 -t-butoxycarbonyl ethyl ) cyclohexyl } amino 
carbonyl } - 6 -cyano naphthalene 31 8 mg (0.782 mmol ) was 
melted in ethanol 15 ml , this solution the ice cooling was 
done, 20 min after blowing hydrogen chloride gas, 3 hours 
was agitatedthat way. 

From reaction mixture it removed low boiling substance 
under vacuum, 30 min itagitated to residue including 
chloroform 20 ml ■ sodium bicarbonate-saturated water 20 
ml. 

separating it did organic layer, extracted water layer with 
chloroform,together washed extracted liquid and organic layer 
with water, and saline dried with anhydrous magnesium 
sulfate. 

After filtering, from filtrate it removed low boiling substance 
under vacuum,4 hours heating and reflux ing it made residue 
ammonium chloride 80 mg (1.50 mmol ), including saturated 
ammonia ethanol solution 10 ml and the ethanol 10 ml . 

From reaction mixture low boiling substance was removed 
under vacuum, residue wasrefined with silica gel column 
chromatography (chloroform: methanol=95:5~85:15 ), 
compound (15) 330 mg (With 2 step 98%) were acquiredwith 
acetate as colorless solid. 

[0255] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 9.47 (bs, 4H ), 
8.56 (s, 2H ), 8. 54 and 8. 43 (each d, J=7.1 Hz, 1H ), 8.28 
(dd, J=8.6, 1.6 Hz, 1H ), 8.15(d, J=8.5 Hz, 1H ), 8.07 (d, 
J=8.6 Hz, 1H ), 7.90 (d, J=8.5 Hz, 1H ), 4.06 (q, J=7.1 Hz, 
2H ), 3.89 - 3. 74 and 3. 49 - 3.39 (each m, 1H ),2.32 (t, J-7.4 
Hz, 2H ), 1.89 (t, J=7.1 Hz, 3H ), 1.92 - 0.98 (m, 1H ) 

[0256] 

Working Example 43 

2 -amidino-6- {{4 - (2 -carboxy ethyl ) cyclohexyl } amino 
carbonyl } naphthalene (compound (14)) 

hydrolysis it did acetate 3 1 6 mg (0.73 1 mmol ) of compound 
(15) in accordance with the method which is similar to 
Working Example 2 5, compound (14) 1 18 mg (40%) 
itacquired with acetate as colorless solid. 

[0257] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 9.51 (bs, 2H ), 
9.25 (bs, 2H ), 8.55 - 8.50 (m, 3H ), 8.26 (d, J=8.7 Hz, 1H ), 
8.16 (d, J=8.7 Hz, 1H ),8.07 (dd, J=8.7, 1.3 Hz, 1H ), 7.87 
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1.3Hz, 1H), 7.87 (dd, J=8.7, 1.6Hz, 
lH),3.85-3.74 (m, 1H), 2.25 (t, J=7.6Hz, 2H), 
1.94-1.76 (m, 4H),1.52-1.00 (m, 7H) 

D258 ' 



-2- 1 



■ ■ ■■■■■■■■ 

■ ■ " 1 6.26g(39.6mmol) ■ 
50ml ' <fc 7K 100ml ■ & 

' Att ' Sttlt 9.9ml(l 18.7mmol) ■ <£ Sffi 
K 3.28g(47.5mmol) ■ * 20ml ■ » 

' ■»* ■ fcfrT - JlP ■ "20 ttPpTOft ■ ■ o 

■ ■ RZHl ' ViM ■ ■ " ■ 4.2g(39.6mmol) - 
in ' -pH * 1ft 4 £ tl ■ ■ ■ Mb ■ 

■ ■ ■ 10.3g(158.3mmol) • «fe ■ ■ Mb JS- 
CS 7.09g(79.1mmol) -7K 50ml ■ Jgfl? ■ -Jg 

& ■ **t ■ }jp ■ -30 »raai* ■ ■ o 
sic;* ■ sv* m iM • ■+» ■ ■ ■ ■ 

■k« m&M -met 



pit 



■=5:1-2:1) ■ J: fft 



ft "tl 

. .^ n . .... 

--2- 

■ 1.95g(29%)f# " o 
•0259 ' 

l H-NMR (DMSO-d 6 JStms: 8.58 (d, J=1.4Hz J 
1H),8.36 (d, J=8.4Hz, 1H), 8.05 (d, J=8.8Hz, 
1H),7.98 (dd, J=8.8, 1.4Hz, 1H), 7.57 (d, 
J-8.4Hz, 1H), 2.69 (s, 3H) 



■0260 



■-2- 



800mg(4.76mmol) ■ 

■ ■ " " 15ml ■ ' " " " —Mit ' 

■ - 1.06g(9.51mmol) "JP • MlOdegC " 1 B# 

wa# ■ ■ o 

sistt '<a as -aia * 

m& ■ ■ anift ■ ap ■ ^tt( P H3-4)^ - 

• 782mg(83%)» ■ o 
■0261 ' 

l H-NMR (DMSO-d 6 )6 TMS : 8.77 (d, J=1.5Hz s 
1H),8.67 (d, J=8.6Hz, 1H), 8.29 (d, J=8.8Hz, 
1H), 8.23 (d, J-8.6Hz, 1H),8.14 (dd, J=8.8, 
1.5Hz, 1H) 



(dd, J=8.7, 1.6 Hz, 1H ), 3.85 - 3.74 (m, 1H ), 2.25 (t, J=7.6 
Hz, 2H ), 1.94 - 1.76 (m, 4H ), 1.52 - 1.00(m, 7H ) 

[0258] 

Working Example 44 

6 -cyano -2- quinoline carboxylic acid 6-amino -2- methyl 
quinoline 6.26g it melted (39.6 mmol ) in mixed solvent of 
tetrahydrofuran 50 ml and water 100 ml, 20 min it agitated in 
addition to concentrated hydrochloric acid 9.9 ml (1 18.7 
mmol ) and solution which melts sodium nitrite 3.28g (47.5 
mmol ) in water 20 ml under ice cooling in this solution. 

In this reaction mixture after approximately designating pH as 
4 including sodium carbonate 4.2g (39.6 mmol ), this, 
potassium cyanide 10.3g (158.3 mmol ) and 30 min it agitated 
in solution which melts cuprous cyanide 7.09g (79. 1 mmol ) 
in water 50 ml in addition to the under ice cooling. 

In reaction mixture after neutralizing including sodium 
bicarbonate water, it extracted with ethylacetate, after drying 
extracted liquid with anhydrous magnesium sulfate, it 
removed low boiling substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5: 1-2:1 ), 1.95 g 
(29%) it acquired 6 -cyano -2- methyl quinoline as yellow 
solid. 

[0259] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 8.58 (d, J-1.4 Hz, 
1H ), 8.36 (d, J=8.4 Hz, 1H ), 8.05 (d, J=8.8 Hz, 1H ), 7.98 
(dd, J-8.8, 1.4 Hz, 1H ), 7.57 (d, J=8.4 Hz, 1H ), 2.69 (s, 3H ) 

[0260] 

6 -cyano -2- methyl quinoline 800 mg it melted (4.76 mmol ) 
in pyridine 15 ml , in this solution 1 hour itagitated with 1 10 
deg C including selenium dioxide 1.06g (9.51 mmol ). 

You reset reaction mixture to room temperature, removed 
residue of selenium withfiltration, acidic (pH 3-4 ) with you 
did in filtrate including the concentrated sulfuric acid, you 
filtered solid which was precipitated, washed with the diethyl 
ether, 782 mg (83%) you acquired 6 -cyano -2- quinoline 
carboxylic acid as light brown solid. 

[0261] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 8.77 (d, J=1.5 Hz, 
1H ), 8.67 (d, J=8.6 Hz, 1H ), 8.29 (d, J=8.8 Hz, 1H ), 8.23 (d, 
J=8.6 Hz, 1H ), 8.14 (dd, J=8.8, 1.5 Hz, 1H ) 
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■0262 " 

' ■ ■ "-6- ■ ' ' "-2- X4-t- 



(ib£^(64)) 



r 



6- - -2- I 

231mg(1.17mmol)£ ■ ' '-(4- 
)BK-t- B ■ • 1.06g(9.51mmol)<£ 

(h- • 

. . ..g^g- - -=5:l~2:l) -J: «« ■ ■ - 



' ' -2- T(4-t- 

■■■')- -6- 

SftfeBfti ' 406mg (85%) ft - . 

t)263 ■ 

'H-NMR (CDC1 3 ) 5 tms : 8.45 (d, J=8.6Hz, 
1H),8.39 (d, J=8.6Hz, 1H), 8.30 (d, J=1.6Hz, 
1H), 8.22 (d, J=8.8Hz, 1H),8.04 (d, J=8.0Hz, 
1H), 7.91 (dd, J=8.8, 1.6Hz, 1H),4. 15-3.90 (m, 
3H), 3.52-3.30 (m, 1H), 2.35-2.05 (m, 
4H),1.85-1.12(m, 13H) 



t)264 1 



■-2- {4-t- 



-6- 



■ ■ 377mg(0.92mmol) " 1 1 1 S" " ' ' ' £ 

■ (Chromatorex "NH 1! 'S 

±- Mb*) r ■ ■ 

........ ±10:1) 

(64 ) ■ ' 89mg(23%)f# - . 

D265 ' 

'H-NMR (DMSO-d 6 ) 6 tms : 8.33 (s, 1H), 
8.28-7.90 (m, 5H),4.30-3.85 (m, 3H), 3.45-3.32 
(m, 1H), 2.31-2.02 (m, 4H), 1 .73-1 .30 (m, 13H) 

D266 " 

mmm 46 



'-2- {4- 



(63)) 



31 Jfctffl 17 ' ' ft - " <b£1$(64) 

83mg(0.92mmol) • ■ - ■ • • ftj$3ml ' fli 
3 " ' ib£^3 ) gtigg ' 
Hf*<t ■ 93mg(80%)*# • o 

0267 ' 



[0262] 

Working Example 45 

trans-6-amidino -2- {(4 -t-butoxycarbonyl methoxy 
cyclohexyl ) amino carbonyl } quinoline (compound (64)) 

You followed method which is similar to Working Example 
10. 

namely, 6-cyano -2- quinoline carboxylic acid 2 31 mg (1.17 
mmol ) with it condensed trans- (4 -amino cyclohexyloxy ) 
t-butyl acetate 1.06g (9.51 mmol ), it refined with silica gel 
column chromatography (n- hexane: ethylacetate=5: 1-2:1 ), 
406 mg (85%) it acquired trans -2- {(4 -t-butoxycarbonyl 
methoxy cyclohexyl ) amino carbonyl } - 6 -cyano quinoline 
as the pale yellow solid. 

[0263] 

<sup>lH-nmr (CD CI 3 );de <sub>TMS : 8.45 (d, J=8.6 Hz, 
1H ), 8.39 (d, J-8.6 Hz, 1H ), 8.30 (d, J=1.6 Hz, 1H ), 8.22 (d, 
J=8.8 Hz, 1H ), 8.04 (d, J=8.0 Hz, 1H ), 7.91 (dd, J=8.8, 1.6 
Hz, IH ),4.15 - 3.90 (m, 3H ), 3.52 - 3.30 (m, 1H ), 2.35 - 
2.05 (m, 4H ), 1.85- 1.12 (m, 13H) 

[0264] 

trans -2- {(4 -t-butoxycarbonyl methoxy cyclohexyl ) amino 
carbonyl } - 6 -cyano quinoline 377 mg it converted cyano 
group of (0.92 mmol ) to amidino group next, it refined with 
silica gel (chroma torex "NH form * Fuji Silysia Chemical 
Ltd. (DB 69-074-5500 )) column chromatography 
(chloroform: methanol=lO:l ), 89 mg (23%) it acquiredwith 
compound (64 ) as pale yellow solid. 

[0265] 



<sup>lH-nmr (DMSO-ck );de <sub>TMS 
- 7.90 (m, 5H ), 4.30 - 3.85 (m, 3H ), 3.45 
-2.02 (m, 4H), 1.73 - 1.30 (m, 13H) 

[0266] 



:8.33(s, 1H), 8.28 
3.32(m, 1H),2.31 



Working Example 46 

trans-6-amidino -2- {(4 -carboxy methoxy cyclohexyl ) amino 
carbonyl } quinoline (compound (63)) 

compound (64) it treated 83 mg (0.92 mmol ) with 
trifluoroacetic acid 3 ml in accordance with method which is 
similar to Working Example 17, compound (63 ) 93 mg 
(80%) itacquired with trifluoroacetate as colorless solid. 

[0267] 
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1 H-NMR(DMSO-d 6 )5 TM s: 12.51 (bs, 1H), 9.54 
(bs, 2H),9.25 (bs, 2H), 8.73 (d, J=8.6Hz, IH), 
8.71 (d, J=8.6Hz, 1H),8.61 (d, J=1.8Hz, IH), 
8.34 (d, J=8.8Hz, IH), 8.28 (d, J=8.6Hz, 
lH),8.14(dd, J=8.8, 1.8Hz, IH) 

t)268 ' 



7- ' 



47 
■-2- 1 



-.2- ■ 



tt ■ ■ 940mg(3.94mmol) 

50ml ' J: 7K 20ml ■ ffi 

s m » ■ S ft £ H 

O.98ml(11.8mmol) ■ «fc S 58 88 



326mg(4.73mmol) ' 7K 10ml 

**t ■ an ■ -30 amattt ■ 

■ ■ S IS ift • ■ " 

1.03g(15.8mmol) ■ J? 
705mg(7.88mmol) ' 7K 20ml 

• jjd • -30 #mhm* ■ 



■ ■ ■am ■ ttu - 



■ 

o 

ft ■ ■ ■ ' 

■ ■ ft w - • 



ft-*i as 

■ "(n- ' ' ' ':IMi ■ ■ -=5:1-4:1) - £ ft 
JJ ■ 7- ■ ■ "-2- |$ ■ ■ - gjj 

flfiSft* ' 420mg(50%) ft ■ o 
t)269 ■ 

'H-NMR (DMSO-d* )6 TMS : 8.68 (d, J=1.6Hz, 
1H),8.40 (d, J=8.6Hz, IH), 8.33 (d, J=8.6Hz, 
1H),8.02 (d, J=8.4Hz, IH), 7.81 (dd, J-8.4, 
1.6Hz, IH), 4.11 (s, 3H) 

t)270 ' 

7- ' • -2- K • - - 

340mg(1.60mmol) 10ml ■ 
ck 7k 10ml • S*»ftK ' - - ■ mftL ' 
TK^ft ' ■ " " "*D ' -SS ' 1 B^FpI 

fttf ■ 

■ ■ ■ fc IN ttB • K1±(pH2~3)<!: ■ WHJ ■ ■ 
Eft '28151 3fc;$ ' 7- ■ 

■ '-2- ttX»&B{*£ ■ 

420mg (66%) ft ■ 0 

•0271 ' 

1 H-NMR (DMSO-d 6 ) 8 1MS : 8.74 (s, IH), 8.69(d, 
J=8.4Hz, 1H),8.28 (t, J=8.2Hz, 2H), 8.04 (d, 
J=8.4Hz, IH) 



<sup>lH-nmr (DMSO-ck );de <sub>TMS : 12.51 (bs, IH ), 
9.54 (bs, 2H ), 9.25 (bs, 2H ), 8.73 (d, J=8.6 Hz, IH ), 8.71 (d, 
J=8.6 Hz, IH ), 8.61 (d, J=1.8 Hz, IH ),8.34 (d, J=8.8 Hz, 
IH ), 8.28 (d, J=8.6 Hz, IH ), 8.14 (dd, J=8.8, 1.8 Hz, IH ) 

[0268] 

Working Example 47 

7 -cyano -2- quinoline carboxylic acid 7-amino -2- quinoline 
carboxylic acid methyl-acetate 940 mg it melted (3.94 mmol ) 
in mixed solvent of tetrahydrofuran 50 ml and water 20 ml , 
30 min it agitated in addition to concentrated hydrochloric 
acid 0.98 ml (1 1.8 mmol ) and solution which melts sodium 
nitrite 326 mg (4.73 mmol ) in water 10 ml under ice cooling 
in this solution. 

This reaction mixture potassium cyanide 1.03g (15.8 mmol ) 
and 30 min it agitated in solution whichmelts cuprous cyanide 
705 mg (7.88 mmol ) in water 20 ml in addition to under ice 
cooling. 

In reaction mixture after neutralizing including sodium 
bicarbonate water, it extracted with ethylacetate, after drying 
extracted liquid with anhydrous magnesium sulfate, it 
removed low boiling substance under vacuum. 

It refined residue which it acquires with silica gel column 
chromatography (n- hexane: ethylacetate=5:l~4 : 1 ), 420 mg 
(50%)it acquired 7 -cyano -2- quinoline carboxylic acid 
methyl as light brown solid. 

[0269] 

<sup>lH-nmr (DMSO-ck );de <sub>TMS : 8.68 (d, J=1.6 Hz, 
IH ), 8.40 (d, J=8.6 Hz, IH ), 8.33 (d, J=8.6 Hz, IH ), 8.02 (d, 
J=8.4 Hz, IH ), 7.81 (dd, J=8.4, 1.6 Hz, IH ), 4.1 1 (s, 3H ) 

[0270] 

7 -cyano -2- quinoline carboxylic acid methyl 340 mg it 
melted (1.60 mmol ) in mixed solvent of tetrahydrofuran 10 
ml and water 10 ml , in this solution 1 hour it agitated with 
room temperature including the lithium hydroxide 
monohydrate. 

acidic (pH 2-3 ) with it did with 1 Nhydrochloric acid after 
this, it filtered the solid which was precipitated, washed with 
diethyl ether, 420 mg (66%) itacquired 7 -cyano -2- quinoline 
carboxylic acid as light brown solid. 

[0271] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 8.74 (s, IH ), 8.69 
(d, J=8.4 Hz, IH ), 8.28 (t, J=8.2 Hz, 2H ), 8.04 (d, J=8.4 Hz, 
IH) 
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A272 ' 

mmm 48 



■-7- ■ ■ * "-2- ■ 4"-(2- 



'.**(56)) 



■-2-' 



$1601 10 <tH4i -7- 1 

8 100mg(0.50mmol)<!: ■ " ■ 

-3-(4- )r H • ■ 

lllmg(0.56mmol)£l8£ 

■ ■■■■■■■ ■ ■ ■ ■ * ^jjfe a ■ ■ 

=3:1-2:1)" cfe ffiSS ' ' " ' "-2- ■ 4"-(2- ■ 



V 



ftfe»tti 



153mg(80%) % ' 



■0273 " 

'H-NMR (DMSO-d 6 ) 6 Tm : 8.52 (s, 1H), 8.46(d, 
J=8.6Hz, 1H),8.36 (d, J=8.6Hz, 1H), 7.99 (d, 
J=8.4Hz, 2H), 7.77 (d, J=8.4Hz, 1H),4.14 (q, 
J=7.0Hz, 2H), 4.09-3.85 (m, 1H), 2.35 (t, 
J=7.4Hz, 2H),2.25-2.21 (m, 2H), 2.03-1.80 (m, 
2H), 1.80-1.51 (m, 3H),1.51-1.05 (m, 6H) 



0274 " 

«• WSfll42i:n*-*3* -ft" 



'-2- 



100mg(0.26mmol) 



100:1-5:1) 1 * fflffl " " lb£ 
*(56) ' i£SJ£ ' 3EJtfiStt£ " 56mg 
(49%) M#-o 



t)275 ■ 
HJfe^J 49 



-2- " *-(2- 



Obi 

485(55)) 

mmm 25 ti=j^ ■ it&wse) ■ 

50mg(0.12mmol) ■ ■ \t£ty 

(55 ) ■ Smtk " &filStt<!! ' 24mg(47%)f# 
■ 

o 

t)276 " 

'H-NMR (DMSO-d 6 )6 TMS : 12.04 (bs, 1H), 9.72 
(bs, 2H),9.50 (bs, 2H), 8.71 (d, J=8.4Hz, 1H), 
8.69 (s, 1H),8.63 (d, J=8.6Hz, 1H), 8.33 (d, 
J=8.4Hz, 1H), 8.30 (d, J=8.4Hz, 1H),8.05 (d, 
J=8.6Hz, 1H), 3.98-3.68 (m, 1H), 2.25 (t, 
J=7.6Hz, 2H),2.02-0.89 (m, 1 1H) 



[0272] 

Working Example 48 

trans-7-amidino -2- {{4 - (2 -ethoxy carbonyl ethyl ) 
cyclohexyl } amino carbonyl } quinoline (compound (56)) 

7 -cyano -2- quinoline carboxylic acid 100 mg (0.50 mmol ) 
with it condensed trans-3- (4 -amino cyclohexyl ) ethyl 
propionate 1 1 1 mg (0.56 mmol ) in accordance with method 
which is similar to Working Example 10, it refined with silica 
gel column chromatography (n- hexane: 
ethylacetate=3: 1-2:1 ),153 mg (80%) it acquired trans -2- {{4 
- (2 -ethoxy carbonyl ethyl ) cyclohexyl } amino carbonyl } - 
7 -cyano quinoline as yellow oily. 

[0273] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 8.52 (s, 1H ), 8.46 
(d, J=8.6 Hz, 1H ), 8.36 (d, J=8.6 Hz, 1H ), 7.99 (d, J=8.4 Hz, 
2H ), 7.77 (d, J=8.4 Hz, 1H ), 4.14 (q, J=7.0 Hz, 2H ),4.09 - 
3.85 (m, 1H ), 2.35 (t, J=7.4 Hz, 2H ), 2.25 - 2.21 (m, 2H ), 
2.03 - 1.80 (m, 2H ), 1.80 - 1.5 l(m, 3H ), 1.51 - 1.05 (m, 6H ) 

[0274] 

trans -2- {{4 - (2 -ethoxy carbonyl ethyl ) cyclohexyl } amino 
carbonyl } - 7 -cyano quinoline 100 mg it converted cyano 
group of (0.26 mmol ) to amidino group in accordance with 
method which is next similar to Working Example 42, 
itrefmed with silica gel column chromatography (chloroform: 
methanol= 100:1-5:1 ), compound (56) it acquired 56 mg 
(49%) with acetate as pale yellow solid. 

[0275] 

Working Example 49 

trans-7-amidino -2- {{4 - (2 -carboxy ethyl ) cyclohexyl } 
amino carbonyl } quinoline (compound (55)) 

hydrolysis it did acetate 50 mg (0.12 mmol ) of compound 
(56) in accordance with the method which is similar to 
Working Example 2 5, compound (55 ) 24 mg (47%) 
itacquired with acetate as colorless solid. 

[0276] 

<sup>lH-nmr (DMSO-d* );de <sub>TMS : 12.04 (bs, 1H ), 
9.72 (bs, 2H ), 9.50 (bs, 2H ), 8.71 (d, J-8.4 Hz, 1H ), 8.69 (s, 
1H ), 8.63 (d, J=8.6 Hz, 1H ),8.33 (d, J=8.4 Hz, 1H ), 8.30 (d, 
J=8.4 Hz, 1H ), 8.05 (d, J=8.6 Hz, 1H ), 3.98 - 3.68 (m, 1H ), 
2.25 (t, J=7.6 Hz, 2H ), 2.02 - 0.89 (m, 1 1H ) 
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Formulation Example 1 :tablets 












■ ■ " *S6W<k^«T' 












(1) the compound of this invention (I ) 










10 mg 


■ ■ ■ ■ ILtt 


■ ■ ■ ■■ 


(2) pill-making powder No.209 (Fuji Chemical Co. Ltd. (DB 69-100-6621 ) supplied ) 
magnesium metasilicate aluminate cornstarch lactose 


46.6 mg 20 % 30 % 
50% 


■ 










■ ■ ■ ■ 


(3) crystalline cellulose 










24.0 mg 






(4) carboxymethylcellulose * cull " ■ 


4.0 mg 


■ ■ •■ ■ a a ■ ffi^ ■ ■ ■ ■ ■ ■ 












(5) magnesium stearate 










0.4 mg 



(1)"(3)- J: (4)" " "tl ^ " 100 
" o 

" ' (1) "(3) "(4)<t(2) ■ " ft - Jg£ 

' • 'T • • ft ■ ±K " S£ 

' ■ -?S£* " (5) • a* ■ ■ fittHfl 
(30 »)S* ■ " jT«(*f :6.3mm 0 - 

6.0mmR) " M SS 85mg ■ IfeMt 9 • 

■ ■ ttffl ■ ' IS " " ' "ft H& 

14 mt 

> ■ ftffltt 



(1) (3) and (4) passes in each case to sieve of 100 mesh 
beforehand. 

Drying this (1), (3), (4) with (2) respectively, after lowering to 
thefixed moisture content, it mixed with above-mentioned 
weight proportion making use of the mixer. 

Adding (5) to mixed powder which all is made, quality equal 
short time (30 second ) it mixed, pill-making did mixed 
powder and (pestle:6.3 mm diameter "6.0 mmR ), made 
tablets of 1 pill 85 mg. 

As for this tablets, stomach-soluble film coating agent which 
according to need usually, is used (for example polyvinyl . 
acetal diethyl amino acetate ) and coating it is possible to do 
with food characteristic colorant. 



mum * 








Formulation Example 2:capsules 






■ ■■ 
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(1) the compound of this invention (I ) 




50 g 








■ ■ ■ 


(2) lactose 


935 g 


■ ■ • ■ ■ ■ ■ ■ 


■ 


■ 


■ mw 


(3) stearic acid magnet 


• 


• 


15g 



oft* ■ " o 



After measured weight doing above-mentioned component 
respectively, it mixedto uniform, mixed powder was filled 
200 mg each in hard gelatin capsule. 

















Production Example 3: injectable 


• ■ ■ *nwat£to ■ 




Jura Jam 




■ ■ ■ 


(1) the compound of this invention 


) acetate 


5 mg 


■ ■ ■■ •!^|| 










■ • ■ ■ 


(2) sucrose 


100 mg 














■ ■ 


(3) physiological saline 


10 ml 



#a ■ S* ■ a* ■ -a ■« 

■0278 " 

■ &h ■ Mm ■ 

*§tw • ft**© " efc ■ ■ mm^m ■ its 

GPIIb/IIIa ttftffffl ■ * ■ ■ *iPl£#36I& 

• ■ ifa+#^s • ■ ■ ■ ■ wmm • 
juti±«a« ■ Tift ■ *« 

■ *jb ■ ■ 



After filtering, to do sterile filtration again with membrane 
filter, in sterile aliquot to do filtrate in vial, after being filled, 
sealing up nitrogen gas, it designated above-mentioned mixed 
solution as intravenous injectable. 

[0278] 

[Effects of the Invention] 

compound of this invention (I ) and salt which can be allowed 
in its pharmacological has GPIIb/IIIaantagonist action which 
is superior vis-a-vis mammal whichincludes human, oral 
dosage is possible, blood lifetime is long, at thesame time 
toxicity is low, also side effect is little. 

Therefore, it is very useful in thrombic disease or other 
prevention and treatment. 
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(54) [?Si£©£fW ff^iBS-&^{l:^titfca^©m, *3J;t«-©E&fflj& 

* Hfcl] 

* 

^ (^-(CH^-CO-OD.-tfH^-B 

G 



(57) [mm] 
mm -iKscd) 




(0 



(a*, &mn\mmw*\zmsL<Dtist)r$>z) -vm. p i i b/i i i aistM^L, «p&-£a«rtB 
b»*i *»9i©fl:-&i& (i) *«fcr;*o*«*»c Eras. 
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[■rami] -*3S<i) 
A 




G 



* [fti] 



(L) . - (CH 2 ) „ - CO - 00 t - (CHt) « ~ B 



(I) 



[At, A«A (1) 

Mb 2] 

NH 
II 

B-HN- C- 



(1) 



(At. Ett*jH. t!fc«75$V, y7Zy/ft5^ 
(2) : 

Mb 3] 3 

R« R 3 



I 

-(N) 



(D) 



JO 



NH 
II 

E-HN- C-NH- 



(2) 



(At. EttWEtw*) -essnsa, *fcttA 

(3) : 

E-NH- (CH 2 ) e - (3) 

(At, E\mmtmm, e«o, 1, 2*^3^ 

f) Tg$ttS*£7FL. BttA (4) : 
[ft 4] 



C4) 



(5) 



(At, D«A (1) : ★ [ft 53 

- (Q) , - (Clh ) b -COOR 5 (1) 

Q«-0-Sfctt-NR 6 - (At. R 6 tt* 

ft»r^*A'*fcB7A'rA'*^*w-r) &, r 5 

gteOSfclil £, httO. 1, 2£fctt3§: 

jp-f) T^n-sas, r s <ffiR7^+;>. a 

pyx 7->;v*&tt7;pn+->s. muosittti 50 <a+. d, r 3 «j:^n»MG£:ntt) -essns 

S. nlJlS&IJ2SSl, R 6 (ifl9ffit[^e) T^S S. it (6) : 




ft**, A (5) 



[ft 6] 



R ( 



C6) 



(D), 



(At. R' tt**, <£&7»*JI/. Any>, 7->^ *EiRW» T«£n*«, SfcttA (7) : 
*&tt7;V3*->£jSU D. R 3 . R 6 . m. n\tWHr40 [ft7] 

R } 



-N v N -CCHO.-C00R 5 



(7) 



(At. f«i> 2$fcra3£jKU r s *5<fct;R 6 tt 
mt&tmm -rssnsas^u Gtt^ss (=ch 

-) £fcttg$ (=N-) SSL, LfcAtfMttH-* 

fctt*tfa"o»Tfej;<. -e-n^n-o-^^tt-NR 

4 - (At. R" ttffie&Ntt) £j*U R 1 *5<fctfR 

3 ttlf-£fchtgfcoTvvrfc,i:<. ^-ft-en**. <£ so 



U a fc«fctfcte|i|-i;fc«liftoT^Tfc<fc<, -ttl 
^nO£fcttl£*U b*5it5dtt^-SfcttH7io 

T^Tt>.t<. -5-n^no, i. 2s&w3s^-r]-e 
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(3) 



#M¥7-1 7 940 7 



[g»*«2] -ft£ (I) fc*V>T. '>&< t*>A& 

®A*tjc (i) s^iis: (2) 

@B*t5£ (4) (6) 
[81*13] -ft£ (I) a*«lTiO 
b. c^i^d^O, *fcttc*UT^a. b*5«fctf 

d^o-rabo, a#5£ (i) B*na (4) 

f45£ (6) T&th (4) *5<fctf5$ (6) K*tJ4D 
CHl/Tg + h = 2T*0AOm*»0-?»Sil*a2ffi 

[»*«4] mmi. 2Sfcttse*©titeauiwfc 



[»*B5] ttfSSGP I I b/I I I aStfHre* 
Sil*«4iB«©E&*a/fcKl. 
[ftHOl&R&KH] 
[0 0 0 1] 

*fctt*©*a*ttCllr*3ft'3**. *©l£*&j£ 

8i&atSift£«l * & tt^oSBS^WfclT* 3 ft 5 Stt. 
[0 0 0 2] 

«g£GP I I b/ 1 I I all flBM43j:tfNllB£flt 

U >7r 5 U-fcRU t/]v^II:*^TC a* + ??ft 
TlCAxny-fv-S:^bT*5 0, mil /3 3 £t>P? 
tffta. jfii^««tj*i«a«»tttr«»^r*c:tfc«fco 
T, 3e>l;:tt77V-»5' --ij>BS (ad p) 4>h 
D>t£>^lC£oTjiflJS£gttfc<»:l*, :»GP I 1 b 

/iii a«4#«ifi±3&b*€?fcu kwj-v 

fSiSfcfcO (#M8M£SBTi4GP I I b/l I I a: 
A ,R 2 



<J>A, i©GP I I b/l I I a'MDdftS'J^K© 

(gp 1 1 b/i 1 1 assm) » 

fllft&lftilii/MWICft 0 5*. 

coo 0 3] toajju^s-rrrK. c C4- c (p-t 

5>V -N-^^^y^S. K) 7ttM -o-7i 
= l/>] yt+i'] =»i (Ro4 3- 8 8 5 7) (Le 
o Alig et. al., Journal of Medicinal Chemistry, 19 
JO 92, Vol. 35(No. 23), 4393-4407 £#!!) , 2- (6 
-75^y-2-±7^;^*-» TtfJl'-Gly- 
Asp-NHi 2- [6- (N-*>5>JW* 

*'*JWK=JL'73SV) -2-f 

;l/-G 1 y-As p (Bz y) -NH 2 C8HI¥4-3 
0 5 5 5 9S#BB) , 4-7$y/-4' - C (4-* 

;M6»*l - 3 3 4 3 5 1 £#Sg) <w»»&ft 

[0 0 0 4] tftr>D>tf>Sn?»*6-72^/ 

a? -2 -^-7? L ;i/-p-^7-xy^>yi-h^^^> 

SfcGP I I b/I I I attttf^fflSw-TJltjOSttSft 

2 1 3~2 1 9 (1 9 8 9) £#10 . 
[0 0 0 5] L^b. Hft5ttHl"ftt>»*. »*JMH 

[0 0 0 6] bfctfoT. *%W©B«(4, .tOffiftfc 
GPIlb/III attttfM£*r«*ttftfl&tt. 
55 -tOEggffiJfc*, i5±tfGP I I b/l I I affiffl* 

[0 0 0 7] 

[Hll=£«ft-r*fc«)©¥a] *56W#S14, ±!HBW 

«jfi*"b-3«^i8#fl:^«l*«ftfcGP 1 I b/l I I 

589! fcS-afc. 
[0 0 0 8] -ft* (I): 

[0 0 09] 
40 [ft 8] 




G 



(L).-(CH,)»-C0-d0.-(CH.)--B 



(0 



[0 0 1 0] 
[0 0 11] 
[ft 9] 



CSt. AttSt (1) 



NH 

II 

B-HN- C- 



(l) 



50 [0 0 12] ««(». Ett*S. fc&ttTS^A ?7 
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-i?;$,z>wz7s.jizti?z&mm&7nT) r&zti * toon] (St. E\mmt&m) r^nss. 

ifcfcttS (3) : 

E-NH- (CHi ) . - (3) 
(St, E[iiiJlHt|B)g, ettO, 1, 2*ittt3S:S 
T) T«Sn5S£^U B«S (4) : 
[0 0 15] 
* Htll] 



S (2) : 
[0 0 13] 

Hti o] 

NH 
II 

B-HN- C-NH- 



(2) 



R» 

I 

(N) » 




CD). 



C4) 



[0 0 16] (St, D«S(i) : * [0 0 1 7] 

- (Q) . - (CHi ) b -COOR 5 (i) [ft 12] 

(St, QU-O-SftlS-NR 6 - (St, R 6 tt* 

as. <s$7^*;P3;&ra7;P7JU^£^-r) £, r s 

g«0*fctil£, h«0, 1, 2£fctt3£ 
jR-f) T^3n*££. R 3 fit**. ttttTJWk A a? 

□yx 7->;v$fctt7;vn^->s. muo^fciii 

£, nfitl*;fcfii2£*L, R 6 \ZMBtmm 
n5S, S (5) : X 

R s 

-ol) /rTV ^ 



Z 7 




-9" 

(D). 

[0 0 18] (St, D, 
•CSSnSS. S (6) : 
[0 0 19] 
[flll 3] 

C6) 



(5) 



R 3 &<J:tfnttlWf3i:|i!je) 



CD). 



[0 0 2 0] (St, R 4 fit**. ffi»7;U*;K AD JO* (7) : 
y>. 7->;l'*fctt7;i'3^->S^U D, R 3 , [0 0 2 1] 

R* . m. ntiMG^nd) T?«$n2iS, *&fiiS* Mb 14] 



CCH 2 ) ( -C00R 5 



(7) 



[0 0 2 2] (St, fttl. 2ifcB3Sr^U R 3 

in (=ch-) *fc«g3f§ (=n-> *«u Lisitf 
fce-NR 8 - (st, r 6 ane^PW) **u r 

<. ^n-fftosfcttitsu b*5<tu:d«^-*rc 
imoTUTfci<, -en-en o. 1, 2$/tfij3£ 

fcareanssmicH-r*. *3Bnui. jlie— «a 
s (i) -cssansfcd* C«T rfc^a (i) j tt> 



I I I afttfimmTZ. 

[0023] *HH»*-e«fflarrrv»*B*fc'3v>T 

BlTfcKWf*. R* ~R (l C*»t«ffiR7JV*A't 
fit. 1 ~ 6 ©«*tt*&tt£««tt©7A4 i ;i'* 

v^ntfJK n-^;k -fy^;K t-^Jk n 
-^>3Mk n-^t->Jk 2-*^;k7nbf;k 1, 
l-^f*yne*, l, 2, 2-hV*?)V7ti\d 

**a»*tf&ns. (fSK^m x?;k 

;K -fV^nfcMk n-^?;^T*S. R' ~R< C 
[0 0 2 4] R 1 ~R 4 IC*W-57vJWtbT«, ft* 
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7 

ftl-6 0<£»7^#y-f;k 7*tt*7**7-f;k 

dm-*, y?u;k awj*, 
7*fi»7**/*f*i:UT, 7xzjv7tf;u 7i 
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*-*, 7?U*> 7x^I/7tf;K 3-7x^ 
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[0 0 2 6] R 5 tttt5y^D7;W^ltft £? 
fcfJk >^D^>?;k y^nA+yJK S'im**? 
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* (0tj*J£ /o>?*x**x;k p-^nn^>x* 
x**x;k 7x*?*X*#x;k ^>XhHU*X 
**-*») > ««S**UTViTt)J:Vi7y-*X* 
30 *X* 7xX*X**:x;k P-^DD7i 

x*x**x;k hU*x**x;k *S/U*x**r: 
*, ?7?*x**x;W) &&mvfZztfflT?$%<, 

[0 0 2 9] »*U<tt, 7xX*7*n*i/**2pX 

;k 7*3*^***3:*, 7->***^7*a*^* 

*#X*, 7**y-f Jk 7xX*7**/-f;k AD 

7**y-f;k 7*7***, 7***x**x*, 7 

*7***X**x;k 7 U -*X**x**T» 0 > 
«6Kff*l/<tt. ^>^***->***x;k t-^ 
h*i/***x;k 7irh*v*?***v'**#x 

*, t!AO^***'>^?***$/**#x;k n-A 
UU*, n-A.+u-y^f*, 3 -7xx*ynhf*x 
Jk 7**07*?*, ^>^Jk 7x*?;k h 
U?*, n-7?*X**X*, n-A*->*X*^x 
*, ^>^*x**x;k 7xx*x**cx;k p-h 

*X>X**X****tf * 21 

[0 0 3 0] M3lftWbTViTt>J:^7*7* 
**, 7D-f;k 7xX*7**/<*> ^\?07 I J- 
***#n* % 7U-***->**#x;k 7x/+y 
7**/<;k 7U-*yU**3/D^f*, 7xX*7 
59 *3*->***x;k 7*7***x**x;k 7U- 
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(6) 



10 



&) . 7i=;k 7^3*^ (Mifiiiwffil) , Any> 

mm) 3saws,n£. 

co o 3 1] its® (i) ©£g¥Wicff&sn5£& 

& (MAO. y;U*S>iS. 7X/t5*>**i© 
HD . fttlKtfaia ^^>x;P*>«, ^> 

ft. hU7Jk4-DD>K. Li* 5ft. *x>ft. vd> 
ft. 7VJ«, y«^;H6. 7S?fcT>ft. vt^>ft. 
S5ft. 3A*ft, u>m y;to> 

hi. ifoz-)m, %m&te>m) mmwfzn*. 
Co o 3 2] s&, (i) 

*>"5&%t<DW . *«*«£©£ 

75 >, hU^W75>, If*7S>, VX3VP7 
5>, MJX5MW7S>, ^D^i^WiX tf * 
A' X 



ftW¥7-l 7 9407 



7> 



*Uv?X tfa'JX X3^>->>75>S?£:©:&S) 
CO 0 3 3] 3 (I) £&«*-©t&ic-> 

<3t4*jitt#*«#fiE-r*fc#tt, rnst>*^w©ffiiB 

fit?**. 

CO 0 3 4] aM&WfcfcttOS*. -ft5£ (I) 
T. A *t it (1) SfcttA (2) TftStt. B*»5C 

(4) ifcttsc (6) rssnsft^^ii/^. * 

10 ^fcfi L *UWfc-&«tbTtt, -fta£ (I) Ci5V>T. 
a=l*^b=c=d=0T*S*, c = l*Oa = b 
= d = 0-C*f3, A*<5£ (1) . B*»JC (4) (£©£ 
i*m=0) S&ttiC (6) (^©t^m=0) T«S 

n, aos* (i) T^snsDtt*jv>Tg + h=2t?ab 
co 0 3 5] (i) s&h*©**, «*©#& 

C0 0 3 6] Sjftfel 
a? C0 0 3 7] 




(L).-(CH«)»-C00H + H-(M)«-(CH 2 )d-B 



(ID 



(III) 



A' 




CL).-(CH.)»-CO-00.-(C1U),-B 




G 



a).-(CH,) k -CO-(M),-(CH a )*-B 
(0 



co 03 8] (a*, a' ttwiBA. Aay>. ->7/ 

ifc«««Sntfe,k^75/'S*U A, R 1 . 
R J . B. G, L. a. b, c, d. MttftffiiBft) 
*£j«Sltt. 5£ (I) fCfcV^T (b*0SS:(ia = b 



= 0. c = l, d#0) ©fb-&« 
b = 0, c = l. d=0. Bifi£: 

CO 0 3 9] 

[flSl 6] 



Cb*0Sfc«a = 



-138- 



11 



- (N) «~C?f 
(D). 



(7) 



1$M¥7- 1 7 9 4 0 7 



12 



(4) 



[0 0 4 0] (5£«K mSO, R 3 , D£,fctf n«ffi!2 
&IQB) . * 

-A -^c 

CD). 



* [0 0 4 1] 
[ftl7] 



(6) 



[0 0 4 2] mliO, R s , » Dfcitfn 

BirEiffl«) rgsnss] ©ft-&«3. (b^osfc 

«a = b = 0, c=d = 0> Batj£: $ 

R« R 3 



-00 



[0 0 4 4] (it*, mttl, R 3 
[0 04 5] 

[fti 9] 




CD). 
R 8 , D*5<fctfn 



(5) 



* [0 0 4 3] 
[ft 183 



C4) 



★ [0 0 4 6] #e*KfMB&H«) 
[0 047] 
[ft 2 0] 



55 




CD), 



R 3 
R 4 



(6) 



[0 0 4 8] (5£*, mttl. R 3 



R* , R 9 , D*5 [0 0 4 9] 

★ [ft2 1] 



-N, N -CCH 2 )r-CD0R s 



(7) 



[0050] (sw, Ma^ttKffitPiS) rmnz 

[0051] ffcfc^ ft£i& (i) ttsc (id th 
t<tiiX)v#>m (i i) j it>^ 

5) tfc(4d©*;i/^>K (ID ©s^tt^tti. 



50 



s (i i i) r^snaft-sti (&T rft^«j (i i 
i) j tbuv) tzm&Kfoz j &z>zt\z£.K>, mm 

s. (in *fcttco*;u#>« (in 

aR&emmttt. its® din cDttji^fitt. a 
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(8) 

13 

[0052] fj)V#>m (i i) s-eo**fflv>*t* 
'J7-/X o-^> > /hU7 , ;-ji'- 1 --f ;v-n, 

N, N* , N' -f h7^f;WO-'JA'\*-!)-7Jl't 
U*X7i-K ^>l/h'J7 , /-;V-l-'f;i'-^ 

*X7x-K ^>7 h'J 7V-JV- 1 ~f 

-h'jx ($>;*g\JU75/) ^x^n^A^-tJ-^;^ 10 
D*X7i-h, ^Dt-HJX (trays?/) 3frx* 
-^AA^7Wn*X7i-h, N, N-v->#a 
A+^MM^SF, N, N-^y^DWM 
*S»-f3H, l- (3-^^;UT3/^Dtf;W -3 
-IfMM-7-f5H^f*-7F, 1 -X3MI/-3- 
(3-S?/3MU73/:/nfcr;l<) AW-7-fSFI8 

;W #;h*sm 5 h* • / h - p - h;ix>x;v*>$ffi 
*©«^©#fcTTrE«ftfT 5 . 

[0053] #;u#>® (i i) «, %mz.&*). mm 20 

iSttiXT*, RA5-f H*©£J6tt«»#fc* 
*Ufct>©*JflHTt>J:H. SE**«Ji:bTtt, fiSJA 

tt, p-rhD7i-;HXf;k 2, 4, 5-h<)2 
DD7i^HXfJk N-hFD+->X9->H5F 
IXfJk N-tFD+-/7W5FlXfJK N- 

tHn^->-5-y;u^;v^>-2, 3-s?#;Wfc*$' 

[0 0 5 4] jb-&* (I I I) «. ^©^©BT^ft 

[0 0 5 5] fi£*UtiLTtt. V>mo«^fc*V»T 
t>, N, N-S?*^;l/JJvl>A75 F, N, N-S?*^ 
7-fcF75F. S?*3MI'XJl'#*$'F, 'Vfrtfjl^Jl'tf 
X*U<y:7MJ75F, fcfys?>, ^^*>, 
kFn75>, 7-fehxHJ;k ?oasf>;hk> *te/ 40 
s?* F+S'X^x 'Oifx »Kx?;k x 

Sb^SfjfttLTtt, N, N-S?/9UP*;l/A75 F. 
WC^Vy, xF^tFd^X 7-thXhUAoO« 



#§B¥7-1 7 940 7 

[0 0 5 6] E«fi*tt»0~l o otre&y, 
[0 0 5 7] £43, ±BBK*C*t»T, »&»S&tt* 

(in ©i£ttxx7-ji'£jflv>*££tt, n- 

/ WV*^* U >, 1 - 1 F □ * S"< >♦/ F y 7 7- 
;k 4-S?*5^75/fc!ys?>^©£^2fl£Jfl^3 
£i#-?lr£. (II) ©K*!*&£ffl^5 

fcttt. 4-3»t?*73/K , J3»'. l-tFDt-> 

F y 77-;Hf ©E*lMS*fliv>* c fc*»-e* 

5. (I I) ©«A5-f F*m>*i*»*. 
Any>flMK*J|«»lil/T. F>Jx^;|/75>\ hT'J 
S?>. K3U>, *«jMf*MJtfA*©?HETefTfc 

[0058] nfrftym (in sfctt-eosisttMS 

#>f>©A' T$5/\nyx S-7A «S^tlT^Tfe 

±vi7sy», ^» i (ommummr, (n ©a 

-C&S75S?/. ^7XS?/, &^£nfc75S?/, & 
««n«:y7x5?/fc«lftSn*. ±137=/, 75 S? 

75S?/, if7~Py, 75 /©#&£«, 45*fc*i; 

fln, Km *»*H**&tt»**H!W**lf Six*. £ 

[0 0 5 9] fitTfc, fjAr#>m (ID *fcK-€-©K 
fSftasf##£fc-&«!i (ill) kOBU&ko&ttmoBL 
W. **V»ttE*ltt©*^*>» (ID OBHTCO. 
±BA' *>6A^«)«ltofiFffiftEf. 

tt, tuitfym. (ID ©£Srt?*>aSfc-e#3*S. 

*^#*->A«ft«B|-raft:»fc-t©fia7JWr^X^ 
Sfctt^TXSJVtt&HlCfcCTfiMLfcO'Sfc. * 

6, # s-yvs sfia-r •£ fc* tc-e ©fi)S7;u+ 

ixfMtbfcS^l:lW;nt?>i (ID tc^«L 
&©-6C, ft^*S» (III) t©R«:fc«r*Ct*«T 

*«. (id ittWfcfcC-re-oE 

*ttll«#K*lftL&© , 6C, ft^^J (III) t©S 

*fc«LTt>J:v»j:ttt«r3a©ao"e»*. 

[0 0 6 0] ^fea 

utllt A' ©Aoy>, 75/. ->7y&A©75v' 

[0 0 6 1] 
Ut22] 
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15 




(9) 
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16 



R 1 ~ G 



TIP Jit 



NC ,R» 

fDCS- 



[0 0 6 2] (JC*. XttADy> (N&fcMB) *tt73/*jRU YttSC (i 1) : 

- (L) . - (CHj ) b -CO- (M) , - (CH2 ) d — B (11) 

- (L) . - (CH 3 ) t -COOR 7 (111) 



U G. R 1 *<fctfR J ttiOC&rm ] 

[0 0 6 3] sr. S'yyfcfc's^TRwrs. ±ie© 

A^£fflV>£. EJtbWKB. 1. 3 -5>* 5^-2— f 

s^/usvx n, N-i>*?;kft;i/A73 h\ n- 
*5\)V- 2 - trnu F>»*fflv»*. £j£fi&«£fi~ 
«J2 5 0"Ct?. KlS«fra«»^K~3HK-efcO, 
L<tiift8 0~2 3 OtT^. &H#fH3~l BMT?*S. 
[0 0 6 4] X*<7S /©£-&> ->7y"x©£&ttSand 
meyer S*Tff5. JKff073 >#©£», ttMTOtt 
SEffi&^MJ^AT^VMtbTi^/xtfAifii: 
L. £ttKfcM5'7>fc^*lll*.= MJA'*fc#S. 
&m*s7><k£totLT. s s7>ftM-m* =/7y\t% 

U£A. S/7>fc*MJ9A*f*»flF*l,<m>Sns 
->7Mb*U'>Aiv7Mt:->y^Jk 5ftKXy>r 
;k «ft=y^;Hft©ll#t»ffl^aci*tT?**. r 

5>, ^r^-y-x t -man v»t* 

J:V>. 5/7>fl:#J|i-©»&*RF<fc»fc. &S->7Mt; 

fi£tt£fi&T. JifSU<ttJWirFT*D. KftttNIi 
SQO. 5~5l$ffi'?<&£. *i^Mlrtt*«j4 0~6 0"CT 

[0065] mt, Tsp/toxz^toTimr*. m 

^ffitC^UTfr&SilitfT^S (Organic Functional 
Group Preparations, III, Academic, Chaper 6. 

fiLeo Alig et. al., Journal of Medicinal Chemistry 
1992, Vol.35(No.23), 4393-4407 £#Hfi) . 
[0 0 6 6] 1 S.y-hftZMZ>J3&-V\t. -hVJW 

Sfi~^jS«©^^y-Jk X9J-)V* 7"D/V- 



0. -Y sy-r-#:£#3. i&SfOfcUT^X^kx-y- 

^©jns»Mx-xJk ^dd*ji/a, mm-vyQ 

©Any>ftM*i, ^>*f>^©#:/ah>ft&il8 
*ffl«r»T«>J:V». EJfcfiflEtttt- l 0~+3 OIC"*?. K 
JWWtt«5W~2HWTNfc«. $?£Ktt*#T~g 
fit?. *58~l 5^fK-C*-5. ^CKflSnfc-'f 
*C7>*x7£,Ef£:$-&-&Ci:{c<J;rj. 75v>M 

a? ^iKtLT. /^y-;k x*/-;k -funj 
-;w^©7;ka-;k ^xg^kx— r;i^©jfijft$x- 
x;k ^dd*m, mc^vy^)\uf>\m.\\L 

^^if>^©#7Dh>tt®iit. N, 
;k*;kk73 b\ i^^kXJkfr+^F^Srffl^*. r 
07>^-7t<D&mzW<:7>*-Vk&#&-ZlZZ> 

oifitttzhw B.fo®.mm- 1 o~+ 1 o o'er, r 

;k ;-)V$Ht\f7un;-)mM*. *55 0~8 
or. 8»H©B6rrrff5. 
30 [o o 6 7] ?**jWt*^;Mtft&«#tlrei& -t* 
>j;i/ftlc, tf'JvX HJX^JkTSX N, N-v* 

y;p*;k&75 F^©i88t. *fcttcn6©fi^*« 

£j£fiS«*?frT~£fi, R«I9B»4» 5 1 B 
K, ff$L<tt£fiTm 0~2 OfSfflTifc-S. Sfcfc. 
f#e.tlfc5 L r*;k'N' ; E'f;K*i:(c. 7-trh>, s^+u- 
>. fh7th*D77>§OW, «fc3fc;*?Mk * 

tt*55 0~1 0 Or. RjmWtelftO. 5~10^?WT 
40 Z £ T# Snfc bT. fcKteiMS 

■B-riC. 7>^X7, *fettft®7> : EX'7A. «ft7 
>tx-7A^©7> ; tX7^#« : Rrti:$'a:T75i?> 
SfJitLT. ^^y-;k x^y-;k 7u 
A/-;^©7;kn-;k N, N-$?^?-;v^;V'A73 
JfSKii^^y-jk^fcisx^y-^ 

»ttt^, »^7> ; EX'7A«h©R^TfT5. SlSfiStt 

*o 5 o ~ i o o r. KfciSMfcMWf w~ i o mmrs> 

[00 68] ^feb 
50 Cintt. A* ©#gSftTVrCfc«kV>73/£A©i>'7 
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I 



(10) ftM¥7-17 940 7 

17 18 

[0 0 6 9] * 



IN ,R ! 



E-MN ,R ! HiN ,R* 

G R 1 C 



NH 



VNH ,R' 
R^ C 



[0 0 7 0] E ' tt73/<Z)&&S (tt££N *T*7:=5V ««£LT. *9J-fr. 

m »RU G, Y, R 1 *J:tfR»ttflB£WI*. ] X^/-A^«D7*=l-**flV»*. KffciI&«iKl6 0 

[0071] *i\ 75/«s*©Kft«i«, BdiE©ai ~8 or, ejci^iwbswm~i bwt*«. 

<«£t±DfT5rt^Tffr-5. [0 0 7 3] ±IBfijg*fefc*^T, 75/*ro«S* 

[0 0 7 2] gO^TrSV^OXfttt. ->7^-5h\ «ktf&&8, #;l/#>&©x;WWfc:fe£tfxXx;i/© 

*J^75v>x;U7^>K*5V>ti73y-r3y^3' Jn*#»«, &gl£j£UT«&ftJ;9fT3 

(T. Nakayama et al., Chem. Pharm. Bull. V 20 [0 0 7 4] -§-^2 

01.41(1), 117-125 (1993). SfcteA. E. Miller et. a [0 0 7 5] 

I., Synthesis 1986, 777-779 £#J|g) . Riff, Wfc2 4] 

A' „R' 

l-H + H00C-(CH s )d-B 



R' C (V) 
(IV) 



^Jj^-L-C0-(CH,).-B 
R i G 

I 




R 1 

L-C0-(CH,).-B Ua) 

R' v G 

[0 0 7 6] (St*, A, A' . B. G. L, R l , R 5. *&4$fc5£ (I c) fcfc^T (d = 0©<h£. B# 

*^^S2ti. « (I) tCfc^T (a=l. b = c= [0 0 7 7] 

0, d*0) ©4fc£4& (Ic) Sr-&*£-r^©[C*ftJT* Wt2 5] 
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(11) 
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19 



-CN) 



(D)„ 



[0 0 7 8] (5£^ 



mttO, R s 



R 6 , D, m&i 



C4) 



[0 0 79] 
[ft 2 6] 



C6) 



[0 0 8 0] (jC^ m=0, R 3 , R 4 . R 6 , D, 
m*«fcr;nfiffi[IBi|Hl«) 

f£«5£ (IV) •vmZftZit&VltjS. (V) T3c3tlS 

IBcoSJSKfcttStt&a-fi, £Jfc&IS, 
A" ,R* 



[0 0 8 1] 3 
[0 0 8 2] 
Wk2 7] 




R 1 



(L) . - (CH 2 ) b - CO - (M) « - (CH 2 ) d - X 
(VI) 



+ 



HB 

(VII) 



A' 
R 1 




G 



(L).-(CH 2 ) e -C0-(M) e -(CH 2 ) d -B 




(L) .-- (CH 2 ) „ - CO - 00 « ~ (CH 2 ) a - B 



(I) 



[0 0 8 3] (5£(K XH7\ny>^U A, A' . (d*0. BtftjJ; : 

B, G. L. R 1 , R 2 , a. b, c*5J:tf dliiriet [0 0 8 5] 

mm WC2 8] 

[0 0 8 4] (3) «. 5$ (I) (Cii^T, 
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(12) 
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21 



22 



i 

-(N) 



K 

<3 



(4) 



CD). 



[0 0 8 6] (5£+, mlil, R> , R s » Dfcitfn * [0 0 8 8] (5$+, #E#»taEtl^*) 



ttififatf^^) 

[0 0 8 7] 
Kb 2 9] 



[0 0 8 9] 
[ffc3 0] 



i0 



V 

(IO- 



CS) 



CD). 



C6) 



[0 0 9 0] <SC^, mttl. R> , R< . R s > 38 [0 0 9 1] 

«fctfnteifflB3£|3*) . *&K * MK3 1] 

R l 



-NfY- 



CCHz),-C00R 5 C7) 



[0 0 9 2] (£<*>, #IS^ttilfBi:W«) TSStlS 

£] oft-&««^j«-r*©fc«*iT**. (V 30 

i) T«an*Any>ft^*tjc <vi n tssn 

;P-Ci^^ i6»fc«UTfrvrft#ft*to6r©l. 1~3 

[0 0 9 3] fiJt*«£l/rtt. N, N-S'XfWftJl- 
A75H. N, N-^^^VT-fehTS H. V*?-fr7s 



#lES*S(DWfil/K fiJKMEttO^l 5 0"C, ff 
£ L < 1 0 0 "CTfrftbtl*. SfcSlS^Mtt 

[00 94] £gj£4 
[0 0 9 5] 
HIS 3 2] 
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A' 



23 




G 
(IV) 



(13) 
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24 



L-H + X-(Cfl2)„-C0-(M),-(CH2)--B 



(VIII) 



A' 




G 



L-ttH^-CO-aOc-ttHOd-B 




G 



L-(CH 1 ) h -C0-(M)c-(CH ! ) d -B 



(lb) 



R 1 

[0 0 9 6] (SC^ XW\uy>ZmL. SOW&fB 
(4) 5£ (I) \Z^X (a=*0, b* 

[0 0 9 7] cv i 1 1 ) -p^n-SAny 

>itt;®>t3: (iv) rmznzik&yit&KfoHik 

[0 0 9 8] -f&jS (I) (OLifcliMA'-NR' -£ 
©£3&^©$Ate, HfltfMb^ft (III) 

& (iv) ©aire. $fcrn^«:fii^$ii-fcSfe)S«i<D 

««g-a-^J«fe*©-CONH-, -NHCO-^-CO 
NR« -NR« CO-CS&f SttfcL /fc&lb* 

[0 0 9 9] ±ta^si~4-e^$ns*»w^k 
[oioo] ^^l-r^sn^k^tbTtt, « 

it£® (1) 2-75>V-6- ( C (4-#;W**-> 

vy 

1CG<to (2) 2-7SiV-6- C C 50 



vO ^-7^k> 

ft-&#3 (3) 2- (N- t -7"h+>-*>I^^U75^ 
/) - 6- ( C (4-*^+->>' : ?U'\+>';U) 75 

(4) 2-73 3V-6- ( (N- (4-*;M* 

* -> * n «>;w - n - * 5\>V7 s y * /Wfcyw 

*h4r-» ^7*1- > 

(5) 2-75SV-6- C C (4-*;^*-> 

fls^fe (6) 2- (N-^>^;^*->*;v^n;i/75 
vV) -6- C C (4-* h^yij)V^~)V\t^)V 

itfsm (7) 2-75yy-5-^>>/^;>-6- 

;w * h+-» ^-7^v-> 

fl:^* (8) 2 -75 -6- c C (4-#;nj**-> 

ffc^ft (9) 2-7Sy;-6- [ ( (4-*h*'>rt 

ft^t (10) 2-75^/-5- ( C (4-#JHtf* 
Irtf-JMlVi?/) *)W«=JM *h*>0 :T7*I/ 
> 

flj^fl (11) 2 -7SV/-6 - ( C (4-#;l/#* 

flj'&lfc (12) 2- (N-^>*;k**->#;u#-;P7 
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(14) 

25 

5 V> J) -6- C ( (4-*h*->#;M*n;i';*9 1 ;Ufcr 
itS® (1 3) 2-75xV-6- C C (4-* h*x 

{b-&^ (14) 2-75 xV-6- C C4- {2-t!)V 
#*xX5MW ->fDA*->JW 75y*;ptow * 
7*V> 

fc£4& (1 5) 2-75^/-6- ( (4- (2-Xh 
*isij)Vtf-)l<X?M v^n'N+^V) 75/;fr;U# 10 

=y« *7*wx 

fc£«5 (16) 2-75xV-6- CN- (4- (2- 
J^jtf+xX^W x?ua*xJM 

fl^tt (17) 2 -735V- 6- C U-^Jl^X 

w\*c*/)V) 7 = y*;^-;w ±y5>V> 

itS® (1 8) 2 -75 V 5 /- 6- ( C4- (3-*;V 
tf+xT'afcMW tMUvV) #;i^x;W ^7*1" > 
ft^^J (1 9) 2 -75 vV- 6- C C4- {U)U$,*c 
x*h*x) K*U3VJ 1r~J9V> a? 

(2 0) 2-75x7-6- C4- (2-#;i/# 

&S® (2 1) 2 -755V- 6- C4- (;fr;i^*x 

ft^ft (2 2) 2 -75 vV- 6- (4- (#;>#*x 

*h*x) -N-y^;>7xu/*;^x;w ^7^w 

itS® (2 3) 2-75vV-6- C3. 4-tfT. (* 

^jtf+x* h*x) 7xu/#;v#x;w ^7*wx 

(24) 2-755V-6- (3, 4-tfX (# 50 
;I^*5V H3fx) -N-^Jl^X'J y#;i/#x;W 
ty9l^> 

{£S® (2 5) 2-75x/-6- C3. 4-tf* (t 
itS® (26) 2-75x/-6- (3, 4-tf* (t 

-7h*i'l3)V#-)l>* h*x) 7x'j 
•yywy 

itS® (27) 2-75x7-6- (4- (t-7h* 

x#;V#x;v* h*x) 7x'jy#;],#x;io -?-7*P 40 
> 

fc^fe (2 8) 2- (N-- ^>5>JW*5'***XA'7 
5 5V) - 6- (4- (#JW#*x;<h*x) 7X'jy 
fDV&ZA) ^-7^V> 

ft^* (29) H5>X-2-75y/-6- C (4- 

;w ty9U> 

itS® (30) h?xX-2-755V-6- ( (4- 

t -yh* t sti)V-#=.)v* v^yyu^yM 75 
;tu\,#- ;io 7-y$v> so 



ft0B¥7- 1 7 9 4 0 7 

{fc£$J (3 1) 2-755V-6- (4- 

fc** (3 2) 2 -75 5V- 6- C4- C*7;V#*x 

*f-*x) 7x/*v*;V#XJW i~79^> 

itS® (3 3) 2 -755V- 6- C ( (4-#;M** 

5V h*xt^D5V) #;u#xjio i-y?u 

it£® (3 4) 2-755V-6- C C (4-t-7> 

*i<i])Vtf=.)V* htS'Kt'JSV) #JU#x;io y? 
;W -2-7* v> 

(3 5) 2- (N-^>v;^+x*JU#x;V7 
5y;) -6 - ( C4- (AJW+v-^+y^iJj; 
y) *;wfcyio y-yfuy 

itS® (3 6) 2-75vV-6- ( ( (4 

-^^^u^/) *;i/#x;w y^JW iry9V> 

(3 7) 2-75x7-6- C ( <4-*;M?* 

x*3\«'x*nM i x;W 7S/AM-JW y?;W 

^-7^W> 

itS® (3 8) 2-755V-6- C C (4-t-7> 

)],•$=.)], *?)vy 9 w\*ci,m 7$y*M- 

ft** (39) 2-75 5V - 6 - C ( (4 

•/^jDA^yjW 73/*/W«xjM y^;W ^7* 
u> 

itS® (4 0) 2 -75 5V- 6- C ( 

*ji/^x;Px7n^+x;w 75;*M-;W 7? 
m i-yfyy 

itS® (4 1) 2 -733V- 6- C ( (4-*A-#* 
^-7^W> 

ft*« (4 2) 2 -75vV- 6- (2 - C (4-*^ 
^yy^nA+yjW 75y*;U#x;W x^;w 

7^V> 

ft*% (4 3) 2-75x7-6- (2- ( <4-*JV 
#+y^W^'Ji?;) UMtzM xg=-;W ^-7^ 
k> 

ft^tJ (4 4) 2-75X/-6- C2- C (4-*;V 

#*xtr^uxv) *;we=M x?;w ^-7^w> 

ft*% (4 5) 2-75XV-6- [3- C (4-*JP 
#*xtr^'JxV) *;P*x;« 7Dtf;W •t7^U-> 
ft-&« (4 6) 2-75x/-6- C2- ( {A-ts)V 

#*x*3 1 ;i/fcM5xV) *;p#x;w x^;w ^-7^ 

itS® (4 7) 2 - ( C (4-*Mtyy?DA+y 
;» 75/*;m?x;w y h+x) -6-t*7xxV-*- 
y?v> 

its® (4 8) 2- (4- e*>;v#*xy. h^x) 7X 

*);tl)V$-)V\ -§-tf7-*s;iryi?v> 

itS® (4 9) 2- C3, 4-tfX (*JWt+J/>lht 

x) 7xu/*;u#x;w -6-^7x^y^-7^l^x 
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(15) 

zr 

ft** (5 0) 2- (2-73/X3MW -6- (4- 
itl)Vtf**s* h*-7) 7- 1 ) ±7*V 

y 

ft** (5 1) 2- (2-75/X?;W -6- (3, 

(#;M**-7* h*-7) 7x'u/#;k#x;i/) 

ft** (5 2) 2- (2-7 5;ifJW -6- 

;W *h*->] ±7* 1^7 

ft** (53) h7>X-6-7Si/y-2- ( [4- i0 
(2-**#*yIfJW -7*nA*5/.)W 73/#;U 

#x;M */u> 

ft** (54) H57X-6-73-7/-2- ( C4- 

5/*^-;w */u> 

ft** (55) h?7X-7-73-7/-2- C (4- 
(2-#;V#*-7X3MW i'^DA+v'JW 73/#;P 
jtfx;M */U7 

ft** (56) I-77X-7-73-7/-2- C (4- 

(2-xh*-7#;M*xj!/x^;W y^u^yM 7 20 
s/%Mt=M */>)> 

ft** (5 7) 6 -75 7/- 2- C4- (*;v*+-> 
/h*-7) 7xuy*;i/#x;w +/U7 

ft** (5 8) 7 -73-7/- 2- C4- (#;i^*-7 

/ h*-7) 7xu /*;M?x;M */ u y 

ft** (59) 6-75-7Z-2- (4- (2-#)M* 

*isx?M 7x/*-7#;m*x;m */u> 

ft** (6 0) 6-75-7Z-2- C4- <2-*;W« 
+-7X9VW 7='J/*A*=/M */'J7 
ft** (6 1) 7 -75-7/- 2- [4- (2-#;i/# 53 
*r~yx?M 7x'jy*^x;W */U7 

ft** (6 2) 6-757Z-2- C3, 4-tf*. 

;y#*-7/h*-7) 7=U/*;^x;w */U7 

ft** (63) H77X-6-75-7/-2- C (4- 
)W */ U 7 

ft** (64) l-7 7y;-6-75-7/-2- C (4- 

t -zfh^yjuvtfxjv* h*-7-77U'\*-7;w 75 

ft** (65) h57*-7-7S-7/-2- ( (4- 40 

M */'j> 

ft** (66) t-77?;-7-75-7/-2- C (4- 

t -7>*-7#;i<#xji>/ h*-7->7 a^yM 75 
;xmxM */y> 

[0 10 1] *j£fc2-e*/£3n*ft**£UTtt. « 
ft** (6 7) 2 -75-7/- 6- (4- (#;l/#*-7 
ft** (68) 2-7S-7/-6- C4- (/ h*-7# 50 



4WF7-1 7 94 0 7 

ft** (6 9) 2 -7S-7/-6- (4- (t-7"b* 
-7#;W*x;k;< b*-7) "<>',/-fJW-*S0 1-7*vy 
ft** (7 0) 2-75-7Z-6- C4- 

A>y-f;i/**-7:i :J-7*W- 

7 

ft** (7i) 2- (n-^>^;v^*^*;p#x;w7 
5-/;) - 6- C4- (#;w#*->* b*-7) "0!/-r 
m*y) -f7*vy 

ft** (7 2) 2 -757/ -6- (3, 4-£* (* 

;y#*-7/h*-» ^-/-oi^i/) j-7*vy 

ft** (73) 2-75y;-5-^DA-6- (4- 
ft** (7 4) 2 -733V- 6- (4- (*;H}**-7 

*b*y) ^> , /-r;w73y) *7*i/> 

ft** (7 5) 2-73V/-6- C4- Cfcjl4t*3/ 
^h+y) ^>V*-f;W-N-^^73>') ^-7^k> 
ft** (7 6) 2-757Z-6- (4- Wh+y* 

h*v-) ^>>/-i';i/-N-^5 1 ;V73/) j- 

73^7 

ft** (7 7) 2-7S7Z-6- C4- <t-7*h* 

yj])\>#=.)v* b*y) ^y^^)V-n-^)V7s. 
z) &79vy 

ft** (7 8) 2-73-77-6- C4- (#;M**-7 
Zh*-7) ^>7'fJl'-N-'!>^75 Z) ^-7^V 
7 

ft** (7 9) 2-75-7Z-6- [4- </> h*-7# 
jy#x;M f-*-7) ^> > /-<;P-N-^>-7;k73/) 

ft** (8 0) 2-73-77-6- (4- Wh+yA 
JytfXJM h*-7) ^7V/-f;U737) ^"7^U> 
ft** (8 1) 2-75-7Z-6- C4- (t-7>* 

-7#;v#x;v/ h*-7) ^>y-f;i/73y) ^-7^^> 

ft** (8 2) 2-737Z-6- (4- (1>$W4* 
7 

ft** (8 3) 2- (N-^7-7;y*+-7*^x;y7 
5-7/) - 6- C4- (#;y#*-7ZN*-7) "<>»Af 
;i/73y] -rytrvy 

ft** (8 4) 2- (N- t -7"h*-7#;k#X^75 
77) -6- C4- (2Uk#+-7Z h*-7) ^>y-f;y 

737) i-75>yy 

ft** (8 5) 2 -75-7/- 6- C4- (2-tDVHf. 

^->x?;w ^77-r;P73 7) ^"7^1/ > 

ft** (8 6) 2-73-7/-5-7*DA-6- (4- 

(*;i/#*->/ b*-» ^>V<;u73yD 7-7^1^7 

ft** (8 7) 2 -73 -7/ -5-^7"/^^- 6- 
(4- (.f})V#*r~,* h^-7) ^7^^73/3 ^7 
*W7 

ft** (8 8) 2 -73-7/- 6- C4- (#;y#*-7 
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(16) 

29 

9vy 

ft** (89) 2-7SJV-6- (3, (* 
ft** (9 0) 2-7Sy/-6- (3. 4-hfX (* 

79vy 

ft** (9 1) 2 -755V- 6- C3. 4-fcfX (t 

JU73/) j-79U> 10 
ft** (9 2) 2 -735V-6- (3, 4-fcfX (* 

K*v#;M*r:jM h*->) ^>\Afju73 y) 1-79 
vy 

ft** (9 3) 2-75V/-6- C3 ( 4-tX (t 

79vy 

ik-&® (9 4) 2- w-^yi»v**yb)V#-)W 
- 6- (3, 4-tx (tsfrtty* h*y) 

*<y>M)V7=.J) *7*l/> 

ft** (9 5) 2-75>V-6- C4- # 
*?J175./) ^>V-f^73/) 
ft** (9 6) 2- C4- ^> 
'/-fJW'WO -S-if7- t J;ir79Vy 

ft** (9 7) 2 - C4 - (tu\,x*~y* h*-y) ^> 

k /-f;P73/) -&->f7-i>J-f79Vy 
ft** (9 8) 2- C3, 4-fcfX (*)^+>'^ W 
-» ^>y-f;K73/) -6-97-^/^79^ 
lt£® (9 9) 2- (2-7S/X3MW -6- (4- 

(.tuvtf*y*b*y) s<y>M)V73.;) i-79vy 

fc-&® (1 0 0) 2 - (2 -7S/If;W - 6 - 30 

(3. 4-trx (*;i/*^->^ h*~y) ^>'/-f;P73 

ft** (10 1) 2-737*3^-6- C4- (iJ)V 

tf*y*b*y) <*.y^M)V**y) 1-79 vy 

ft** (1 02) 2-73/^^-6- C4- 

tf*y*h*y) *y*M)V7$.s) j-79uy 
ft** (10 3) 2- (2-7syx?;w -6- [4 



#M¥7-1 7 940 7 

30 

y 

[0 10 2] *j££3T*j£3tl5ft**<tLTtt. £H 

ft** (10 4) 2-75x7-6- ( C (4-#;U# 
*->J/^n'V*->;W 75y^^;W Jl )V#-)V7 5 
/] fy9V> 

ft** (10 5) 2-7SiV-6- ( (4-#;i^* 
^^fc^'J^V*^) U)V$=.fr7S./) -T79 

vy 

ft* Eft 6 ©ft**te*<&& 2 (C «fc -3 Tfc»S E 

[0 10 3] *jS&4-?*fi&3n5ft**<hbTtt. « 
ft** (1 0 6) 2-73JV-6- ( C (4-i])ltf 

*yy9as\3r~y)W 7S./ti)V^=.)V} ^^73 
/] •i-79vy 

ft** (1 0 7) 2-73iV-6- ( C <4-*JM? 
^So^UfSUSV) *;v#=jw ^^;i/73/) 

ft** (1 0 8) 2-735V-6- ( C (4- t-7~ 

h+^^^M^Hf^'J^/) #;v#x;w 

ft* C n 6 ©ft**tt*^fe 1 K«fc -a T H t^T 

[0 10 4] bT*^n^*^BJOft** (I) 
tt, ^fl!04)>«»lS*g!, HAtt. iftSg, »ffi, >DY 

ft** (I) 0*«¥»fclMFSn3**'b. &»©£ 
SttJ:0*fig-C€5. 

[0 10 5] #5SSH©ft** (I) £*f£TSfc»©# 
fflftM**ft**«. #«©#«5fcJ:oTfcrtT*Cfc*« 
Tff*. HftSt (I) K:fcttSG#£iti!S (=CH-) & 

[0 10 6] 
[ft 3 3] 
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CN 




^CrhCOOH 



(7) 



[0 10 7] (SCf. R' \*m.T)V*)V&, XttAD 

fy*m. ) 

[0 10 8] 1C%m (1) ^^ft^H (3) ^<D&& 30 
it. StilleS©?^ 0. Am. Chem. Soc. 1987, Vol. 1 
09, 5478) C«K itG®> (2) £*£TfT&5 d 
#5. (3) ©fc-fr* (4) 'vOgHfctCtt, X 

flf, XV/Vi'X (Russ. Chem. Rev. 1981, Vol. 50, 6 
36 ) , Lemieux-Johnson Kit (I. Org. Chem. 1956, V 
ol. 21, 478; J. Am. Chem. Soc. 1986, Vol. 108, 414 

;i^n^A»<b (J. Org. Chem. 1986, Vol. 51, 3247; 
J. Org. Chem. 1987, Vol. 52, 2875) ^jWHUStt 

kA^CHO 
(4) 



*)V7 4 FfcttfcStffc*, ■10*5W!W*tt (Ogura 
6, Bull. Chem. Soc. Jpn. 1979, Vol. 52, 2013 ) \Z 
ZKHtG® (5) *#*Ct*»T«*. fc-^ (5) & 
TI^y-WK L> #5tl&IXf;Kj:« 1 , 

3/7>fl36-*li, 10 0-15 O'CTSJfcS-fr 

S d t~eit£® (6) Mpjrsrtan'irs. fcS* 
(6) roxxr;P&a*©*frT*#$M!W*fc»jST 

5#;V#>& (7) Si5ut*5Tt5. 
[0 109] 
Wb3 4] 



C8) 



2) ^771 * kxX^-COOH 

3) SD*»» 



[0 110] (3*, X«mtB<!:|3J8) 



50 [0 111] (4) efcftft (8) <\<Dmit\Z 



(18) 



7-179407 



33 



34 



»ftffirfcfflV»*Ct*tr**. »SU<», Jones 
lb (J.Chem. Soc. 1953, 2548 3?) . i§V>#>®;*j'J 
^AlCfc^^fl: (Organic Syntheses Col. Vol. II, 19 
43, 538 m &£Zf&&mM±hyy2>\Z£Z&it (Te * 

I" M 



(4) 



WittigSIt*fc(* 
Horner-Emraons file- 



♦ trahedron 1981, Vol. 37, 2091 ^) rttWe>n5. {b 
(8) tt*i:J6^&*Sl:J:!)ft;^« (9) ^tm 

CO 1 1 2] 
Kb 3 5] 

x ~ • II 

1 1 '^H=CH-C00R' 



(10) 



1) *%ma 

2) f7V{fc 

3) tiafcft® 



CN 




^CH a -CH,-C00H 



(10 



[0 113] <5tt», &tE*»ttfll§Bi|jJI«) 
CO 1 1 4] *b£#J (4) a»6ft^» (1 0) 
ICS, a^©*frt<t5WittigSJi£; (Organic Reaction 
s Vol. 14, 270) ^fcliHorner-Emmons B.I& (Organic 
Reactions Vol. 25, 73 ) ClJ: DfT&fc>n-5„ fb£t> 

do) fca«o*fttr**asjou&*. sfcta^fc* 

H i N_ L £ J-coor'- nc- 



(id at&jfcstt*. 

[0 115] -j&it (I) ItStt-SG^gsiS (=N-) 

[0 116] 
Wb3 6] 



N 



7 5 VJ it 
COO R' " 



KO- 



COOR' 



(12) 



(13) 



NH 



5TCOOR' 



<1S) 



[0 117] (5t+. R" ' R***fcttffi87;Mr;PS 
£^T) 

[0 118] fl3-&4Sl (1 2) (1 3) ^©-> 

T/ftttfttC^fcSandmeyer KJfcTfcS. (1 
3) (14) MZ)7$^;ft, {b-&^ (1 

2) (15) '\0jr > 7=3Vft<bftlC*«fc 

[0119] (i) *sj;r;^©3ia#w 

Kifgsn^JfitiffiftfcGP 1 1 b/i 1 1 a£irEf£ 

[0 12 0] $&. «9LA« (W*tt. t K v**. 

?yK su-*. -fjt. *3) iz^hxmmm<. a 
[0121] ifeiibT, ftM (i) *«kr«-o«a 

*»K»*Sn5-5*f4, «g&GP I I b/I I I a 
^ffi CFSfiffi. #fftt) . <D>ff«8. PTC A 



i a (HMUUUtmn . aaffis eng. stso . * 

tBTFttUfo OfcfiMMB) , & • tWW C#B&fli> A 

KO . jfcfrW**, «MH'1r>K *ffi3WB« (A 
SO (HSttMlCftiO , Burger*!) , SgB&lijfa 

Ik, MHMJL »*«.- ards (AAJMMaftft 
ft) . MiSSiiLffiS] . (*7D— KftftS. A« 

fMMO . ftjgtft CSLE (4Hl'JfVh-T 
40 X) , RA («ttN0U9V?) , PSS (£#tt3S& 
ft) (Raynaud 3£ft) J , AlKgg CAXfcft. AI8 
ff] . ^©ffi! C^figttil/jN^Jfilffi, TTP (ftlfcttfc* 
«'>tt^9E^) (HUS (igjfuejgSSftMft) ) . D 

i c (jrattftffAftMMftftft) . jwm ttft 

ffi. fiflsttAft. t-PA («a«s^7X5y-y>ffitt 
ft») aasJta. tP«i) ^*i^tf e»ns. 

[0122] ae.tr, mmit-S® (i) *J:rj:^©^a 
50 *fc. ai^wt&s&ffiii-rs. asfc. t^mswr 
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(19) 

35 

CO 1 2 3] *»M©ft*« (I) £<J:tf*©£iS#W 
Cff^StliSttOGP I I b/I I I aJSJWIUHtt, 
jfc/jNffiOADP (7f;-»-5' - — 'J > 

CO 1 2 4] *&9]<Z>ft&Kl (I) *fctt*©»l!*M 

as. ia± l aBa«TriBdi/, »*. s& tt*g. * 
«»«pfcBft^« (i) *fctt-to*a*ttciF*ati 

CO 1 2 5] Sttftdtt (I) *±tra-©»M*»teWF 

gsns umwi—k n#co£#, # 

0. 0 1~1 0 0 Omg/kg*l/0, S?£ 20 
U<«0. 0 5~5 0 0mg/kgWBS. 101 

(I) £&»T. AT^Sn5Stt75/«»S*fc^ 

->;wg & to <b © * £«^-©x;z, & t> ^ *> © 

ft. ftjfett. Raise &*©»*. &&©a 
*. »*©a»*Kje:i;T, rams*. v>rnt>* 

fflfcttSBGP I I b/I I I a£ttS!£fc5. 
CO 1 2 6] gROTl 55 
t hJfo/MK©ADP^©»*gtt©«fiK 
MSAcfcOO. 3 8%£X>K±HJ^A©#£TT$ 
J&Lfcihft.i:?), S<rifilcJ:D#JluMRjUt«lttlb. 

-»-5' -—'J >8&) &i~5/*m8s;&qlt. 

±5ADP®*iE©»£l¥«Lfc. 
*T*CDJMWMK, 5 0 S»fW-r*ilS!ia« 

(ICsofit) £#ttiLT, *ti*3»90Stttlx&. It 

1 »C*T. 4» 

CO 1 2 7] 

CHI] 



#M¥7-1 7 9 4 0 7 

50 





fuMMHOTMI Cm Cj^M) 


l 


0.18 


8 


1.80 


1 4 


0.13 


2 1 


0. 0 5 5 


2 3 


0. 0 8 5 


2 9 


0.050 


3 3 


0. 5 6 


6 7 


0. 0 8 0 


6 8 


0.5 0 


7 4 


0. 0 5 4 


75 r 


0.10 


7 6 


0.5 5 


7 8 


0.8 0 



[0 12 8] 

■CttftK l H-NMRO*fiB, 4*fcBfU!>& 

2 0 OMHzTfrsfc. 
[0 12 9] £Mfl 

2 -^y KTjj^rfc p 
2 -^7 I — ;>20. lg (90. 2mmo 
1) «KUS»46ilfc*WU C©*«fcJK»T, ft 
#h I J7**D^^>X*#>IS17. Oml (0. 1 
Olmol ) JSTLfc. d©fi^«S*?&T, 5#MS# 
Lfc<D^ fMrlzafifcfeifU 1 5PtWt&#L&o 5 
J?xf*X-f*TitBL, ft 
(fift£3Nttft. **±«fi»ft**-C«g»b, ft*« 

7*- (n-^f>:StXfJV=9 5 : 5) KADI* 
■ U h U 7^tn^^ >x;V*>a6 - ^Dt- 2 - 
*7^«*»S»ttil/T2 9. Og (JRV9 1X) 
#&. 

1 H — NMR (CDC 1 3 ) 5ms : 8.06 (d. J=1.5Hz, 
1H),7.83 (d, J=9.1Hz, 1H), 7.75 (d, J=7.0Hz, IB), 
7.72 (s, 1H),7.65 (dd, J=8.8, 1.8Hz. 1H), 7.40 (d 

d, J=9.0, 2.5Hz, ID, 

I R (neat) : 3050, 1585, 1495, 1415, 1350, 1200 
cm -1 

MS (E I) : 356 (M* , 81 Br), 354 (M + , 76 Br), 2 
21, 223 

[0 13 0] hU7Mn^^>x;^>K6-^ 
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-2-i-y^)VZ. 42 g (9. 6 2mmol) £N, N- 

^f**ji-A75H4 3iiiciii. z.v>mm\z\±- 

)Vb'J^)Vm2. 9 1ml (9. 9 6ouaol> , WcVf- 
Wl. 2 6g (2 9. 7miol) . t7.h'J7x^)V7 
^•^7W >^7^^Ai?D'J H3 1 5mg (0. 4 4 9m 
ol) fe<fctfl&«©2, 6-^-1-^^-4-^^ 
7x/-JV&inA. 7 0~7 2 < CT3l$IWS#l<;fc. S 

ft. MtoM&&®ftM*?mu i&mm?r9* s s*? 
A-cK»im. mm^mRTiz^LTz. nm 10 

i§S8t5 OilttfcfcM-Cl 7»mft#Ufc. 

(n-^*D-> : *nn*;l>A=9 : 1) fc,fcD»«U 
2 -7"Dt- 6 - tx;i/^7^V>SiEfe@ft:i:L.T 
1. 7 4g (7 3%) #&. 

1 H-NMR (CDC Is ) fit.s : 7.97 (d, J=1.9Hz, 20 
lfl),7. 80 - 7.60 (m, 4H), 7.53 (dd, 1=8.7, 1.9Hz, 
1H),6.86 (dd, J=17.6, 10.9Hz, 1H), 5.88 (dd, J=17. 

6, 0.5Hz, 1H),5.37 (dd, 1=10.9, 0.5Hz. 1H) 

I R (KB r) : 1620. 1570, 1415, 1330, 1200, 112 
5. 1060, 990,885 cm" 1 

MS (E I) :234 (M* , 81 Br), 232 (U + , "Br), 1 
53, 151 

[0 13 1] 2-?U*:-&-id-)V-)-y{?V>\ 8. 
Og (7 7. 2mmol) &S?:fr*U-> (7 4 0ml) \Z&M 
U C©*«KBH«ft*X5^AOS?**"9->-* 30 

(1 : 1) (2mg/ml ) 9 8«1 Sfc^TSB 
iSS&tf-HJ^A. 34. 7g (0. 1 6 2mol ) 5 
*2 4 5ilfc**fbft*«ft*fiT, 7^WT?STb 

ffifebfc. #^nfcs«is;->u*y^*7A^Dvh^ 

(n-^tJ->: g^Kx?^=5 : 1) CAD* 
fiU 6-^D^-2-7"7hT;P7 : tH^SSeS# 
ibTl 0. 9 g (6 0%) 40 
'H-NMR (CDC 1 3 ) 5ns :10.15 (d, J=0.4Hz, 
1H), 8.30 (s, IB), 8.07 (d, J=1.8Hz, H),7.98 (d 
d, J=8.6, 1.6Hz, 1H), 7.87 (d. 1=8. 6Hz, 1H),7.84 
(d, J=8.5Hz, 1H), 7.66 (dd. J=8. 8, 1.9Hz, 1H) 
I R (KB r ) : 1700, 1630, 1465, 1335, 1260, 106 
0, 1030 cm" 1 

MS (EI) : 236 (M* , 8, Br). 234 (M * . J9 Br). 2 

07. 205 

[0 13 2] SHJS0J2 

S- i s7J-2—)-7^)VmL 50 
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6-^Dt-2-7"7h7;>xbK6. OOg (2 5. 
5mmol) *x h7t HD77>6 OmllCi§^L. 
mz*?)V*?-)VW7 J 4 H3. 1 
5ml (3 0. 2mmol) . *5<fctf MJ h>B (4 02*% 
;* 9 J -)V®m 3 . 6 OmlSrJnA, 12 H PMmMtiKft 
bfc. KJ6*fc«Mfc>9 1 W>*10*.. 0. 5M6fEK*J; 

M7Wa7h^7^- (S*6£x^;W fcJ:0*W 
U 2-7"D ; E-6- {2-*?-frW74-fr-2- 
^Wftlf^JW :*-7*l'>*3»fiH#£l/T4. 
5 4g (5 2%) 

[O 1 33] »6ftfcH#*l. 2-5>*MF5'X*> 
1 6 OmHC&jftU C©»Stt««i[8 OmlSftl^ 8 
0t:7?4. 5B$F«i]jg#l,fc. R**ft*-e«Rl/. 

JfSifJfi&T&tt (pH2~3) tbtz0*>, itX<?)l> 
Xx^TftfflLfc. ttUHKtaWcaKT^S/^ATft 
HLfcOft, ft»j««*«ETK«*l/T, 6-7*Dt 
-2-^-7?^»»*«lftBM*tl/T3. 0 3g (8 6 

1 H-NMR (DMSO-de ) <5t«s :12.42 (bs, 1 
H), 8.17 (d, J=1.8Hz, 1H). 7.95 - 7.75 (m, 3H),7.6 

0 (dd, J=8.7, 2.0Hz, 1H), 7.47 (dd, 1=8.4, L6Hz, 
1H), 3.75 (s, 2H) 

1 R (KB r ) : 3400, 1705, 1595, 1430, 1330, 124 

0 cm -1 

MS (EI) : 266(M + , 81 Br), 264 (M + , 7 *Br), 2 
21, 219 

[0 13 4] 6-7u*:-2—fy s ?')lfflt2. 6 3g 
(9. 9 2mmol) ft;*^/-;!/ 1 0 OnlfcSHBU Z<D 

EfcttSttl OalST«BETT?SMBU *10 0ml£Jll 

7A^DYh^77^{- (n-A^-lf >: SSXWH 
5 : 1) ICJzDttHU e-^nt^-^WltfM 
*9^*«fiH#il/r2. 58 g (9 3X)1#&. 

1 H-NMR (CDC la ) <5t«s : 7.98 (d, J=1.7Hz, 
1H),7.72 (d, J=9.1HZ, 1H), 7.70 (s, 1H), 7.68 (d, 
J=9.3Hz, 1H),7.54 (dd, J=8.7, 1.9Hz, 1H), 7.44 (d 

d, J=8.4, 1.8Hz, 1H), 3. 78 (s. 2H), 3.71 (s, 3B0 
I R (KB r) : 1725, 1580, 1490, 1430, 1315, 125 
5, 1140 cm' 1 

MS (EI) : 280 (M + , 8, Br), 278 (M + , 79 Br), 
221, 219, 139 
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[0 13 5] 6-?U*:-2-i-y^)Vmm*?)\'2. 
47g (8. 8 5mmol) fc<k^>7>ffcSI-» (1. 1 
lg, 12. 4mol) ftl. 3-5>*3 L )V-2 — 
\/U^/>8. SbIMMFU 1 5 0rT5l$fflJ£#L 

fc 0 Efcfi£«fc»«x^T#RU fflfnfiW*Ti5fe 

?77j- (n-^+if^: S^KX^;U=2 : 1) iCiD 
Mb, 6-v7/-2-^-7^;^K^5 1 ;VS:^fegl 
#fcbTl. 7 7g (8 9%) »fc. 
1 H — NMR (CDC la ) <5tks : 8.22 (s, 1H),7.88 

(d, J=8.4Hz, 2H), 7.79 (s, 1H), 7.61 (dd, J=8.5, 
1.6Hz, 110,7.55 (dd, J=8.5, 1.7Hz, 1H), 3.83 (s, 2 

H) , 3.73 (s, 3H) 

IR (KBr) : 2200, 1730, 1430, 1330, 1200, 116 
0 cm -1 

MS (EI) : 225 (M + ), 166, 140 
[0 13 6] 6-i/7/-2-^-75 1 ;^K^^;H. 
47 g (6. 5 3mmol) *V**V> 1 5ml C:Jgfl?U 
zammz 1 Nikffitj- h U V 3 0 ml tip*, 
3fi^2 OSHWftttbfc. E«Wt**T*Rl/, yXf 
JVX--r^T?fti*L&. *JB*lN*ftfc«fcDfttt (p 

H3-4) tu *fls^^w>"caat&. Mtuttsft 

ftAS*T«c»U ft*SHfcVjf*5/«>AT«»U&(0 
^> tt»^«fti*JETlC«*b, 6-y7;-2-t7 
^;HHI*ftfiH»iUTl. 3 0g (9 4%) Sfc. 
1 H — NMR (DMSO-de ) 0ms :8.54 (s, 1H), 
8.05 (d, J=9.0Hz, 1H), 8.01 (d, J=9.2Hz, 1H),7.90 
(s, 1H), 7.76 (dd, J=8.5, 1.5Hz, 1H), 7.58 (dd, J= 
8.5,1.4Hz, 1H), 3.80 (s, 2H) 

IR (KBr) : 2900, 2200, 1690, 1630, 1420, 133 
5, 1235 cnr 1 

MS (E I) : 211 (M + ), 166 
[0 13 7] «ttM3 
2-7^y/-6 - C C 

W&m (3 4) ] 

6-v-77-2-±7^;VBtK3 5 4mg (1. 6 8nuDO 

I) , 2-^DD-4, 6-^*1**^-1, 3, 5- 
MJ75»3 0 2ing (1. 7 2mmol) *J:«ttft^?l/ 
>9il©fi^«JC*?&T, N-*5^^;U#U >0. 1 
9ml (1. 7mmol) ^JPA^©^* 3^pW}ft^tfCc C 

3 6 3mg(l. 6 9mmol) feitfN-^WI^EJ^U > 
0. 19ml (1. 7mmol) ^t*?k>6. 5mlfc» 
$bfcig&£, 0-4 < CT4^M*ntTMTb, *0D& 
SfiT?l 8«fW«*bfc. RjSB^fcfcBMx*^ 
T#RU 0. 2NJfigt, 5%SW*fcctr;iSlaftffi7K 
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1 : 3) fc,kO««U 2-V7/-6- [ C (4-t- 

^h*^*>W«n^h*^i;^U^y) *^#x;W 
**;W *-7^1/>*ftfiH#il/T4 8 Omg (7 0 
%) #&. 

[0138] 1 H — NMR (5 0 0 MHz, CDC 
la ) <5t«s : 8.20 (s, 1H),7.86 (d, J=8.5Hz, 1H), 
10 7.85 (d, J=8.5Hz, 1H), 7.74 (s, 110,7.59 (dd, J=8. 
5, 1.5Hz, 1H), 7.52 (dd, J=8. 5, 1.7Hz, 1H),3.96 
(d, J=6.0Hz, 2H), 3.92 (s, 2H), 3.95 - 3.85 (m, 2 
H),3.72 (ddd, J=12.9, 8.3, 4.4Hz, IB), 3.59 (ddd, 
1=10.9. 7.3, 3.6Hz,lH), 3.46 (ddd, J=12.9, 8.2, 4. 
2Hz, 1H), 3.32 (ddd, J=13.1,8.4, 4.1Hz, 1H), 1.82 
(m, 1H), 1.75 - 1.55 (id, 2H),1.55 - 1.45 (m, 1H), . 
1.46 (s, 9H) 

IR (KBr) : 2900, 2225, 1735, 1625, 1440, 136 
5, 1235, 1160,1125cm- 1 
20 MS (E I) : 408 (M + ), 352, 277 

[0 13 9] 2-y7/-6- ( ( (4-\-7b*zs% 

7*b>5 1 7mg (1. 2 7annol) *tr»jy>l 2nlfc 

u aaisftftx^tswu 2Nmm*m*vv& 

ftbfcO*, tt»£#te«EETC«SU 2- c c (t- 

30 ^b^yfiJitf-frtb^v^Vi?;) *;m*x;m 

*JWA^;i/flc5 5 8mg$7irh>l 6mlJC»»l/, £ 
nJC3-HpC^>l. 2ml (19mmol) £iDA, 3 5# 

wM&a«bft<D5, RfcWftzm&mmETFizm 

*U 2- [ C (t-yh^i/*;^x;Mh^>tf^U 

7 2 5mgf§fco ^Snfc^-f 5^-h#7 1 2mgtC^ 

49 9/-)Vl lil;&<fci;B«7>*X«>Al 4 2mg (1. 

8 4mmol) £iP*_> 3. 5KMttlSI*Hi«U&. KJ&lfc** 
6ft»*«*«EETK«4l/. • StlfcafttS'Uay 
W7A^nyh^77>f- (^dd*;UA : 

;V=9 2 : 8-8 0 : 2 0) fc«kD«»U 2t]fcT*7 
3$V<re**ffr&tt (3 4) fc±5fc#»ftSnMW* 
fiHft£bT5 8 6mg (8 5%) ftfc, 

[0140] 1 H- NMR (DMSO-de ) <5t« s : 
9.37 (bs, 4H),8.43 (s, 1H), 8.08 (d, J=8.7Hz. IB), 

8.02 (d, J=8.6Hz, 1H),7.87 (s, 1H), 7.78 (dd, J= 

50 8.6, 1.5Hz, 1H), 7.54 (d, J=8.5Hz, 1H),3.97 (s, 2 
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H), 3.95 (d, J=2.3Hz, 2H), 3.90 - 3.65 (m, 2H),3.6 
0-3.00 (in, 3H), 1.74 (br, 2H), 1.39 (s, 9H), 1.2 
7 (br, 2H) 

[0 14 1] %M,0!4 

2-73SV-6- C C 

3) ] 

fc£tt(3 4) 5 6 2mg(l. 0 2mmol) ^mt^U 

>4 0HC»*U 210**fc:hU7;^0»»l 1. 

5ml (0. 14 9mol ) SJOA, 53#rat# i0 

p-i8^7^PTh^77>f- c**y-;i/:#= 

9 0:10) fcJ;D»«U K&m (3 3) £ HJ 7^ 
*nSt3SffiT5l&H#£bT5 2 3ing (£S«) 
[0142] l H-NMR (500 MHz, DMSO- 
d* ) <5t«s : 9.42 (s, 2H),9.30 (s, 2H), 8.46 (s, 
1H), 8.09 (d, J=8.7Hz, IE) ,8. 04 (d, J=8.6Hz, 1H), 
7.89 (s, 1H), 7.81 (dd, J=8.6, 1.8Hz, 1H),7.56 (d 
d, J=8.5, 1.4Hz, 1H), 4.02 (s, 2H), 3.96 (d, J=ll. 
3Hz),3.95 - 3.80 On. 1H), 3.78 On, 1H), 3.57 (m, 1 20 
H), 3. 27 (m, 1H),3.10 (m, 1H), 1.85 - 1.65 (n, 2 

H) , 1.40 - 1.20(u, 2H) 

13 C-NMR (125MHz, DMSO-d 6 ) 
<5tus : 171.8, 168.2,165.8, 158.5 (q, J=33Hz, ?t 
*y^U>iO > 137.3, 135.0, 130.3,129.4, 129.1, 1 
28.8, 128.2, 127.2, 125.0, 123.7, 74.2, 64.8, 42. 
8,39.7, 38.7, 31.1, 30.4 

IR (KBr) :3250, 3050, 1660, 1510, 1430, 118 
0, 1125 cm" 1 

[0 14 3] 30 
4 -7$ /is? U^i/JVtm t - 
4 -7^ / v^P / \+it/-;l/2 5. Og (2 17mnio 

I) Srb7tHD77>l OOilftgftU C(D®fc 
\Z 1 NfrMiti" h U A*J^S»*, pH$J 1 0 £H8f 

Ift'OyW+yA^toMO. 3ml 
(2 8 2oBol) SMTl:4 5»BT«TL, 
SfiTSWtl^lf:, fiJ«fcBWx^£inAW« 

OfiSSKfr&WBftU 4- (N-^>?*tt^ 
3 2. 7 g (6 1%) 

1 H-NMR (CDC 1 3 ) 5 T «s : 7.33 (m, 5H),7.15 
(d, J=10.0Hz, 1H), 4.99 (s, 2H), 4.55 (s, IB), 3. 
30 (m, 1H),2.00 - 1.60 Cm, 4H), 1.40 - 1. 00 On, 4 
H) 

I R (KB r) : 3600 - 3100, 2900, 1680, 1520 cm 
- 1 

[0 14 4] tf*1f-'J;^n»JKl 2. Oil (1 3 2mm 50 
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oi) itmm-vyz o OiiKig&u ccwkk:. 

ft^^^>6 0iUCv ? ^9 i ^X;P^->H2 0. 5ml 
(2 6 5miol) £&&b&&$£-6 OtrCiPA. 15 
tfffi&ftLfc. 4- (N-^>v;^+v-*;^ 

x;W75 7) ->^D^\*-y-/-;P3 0. Og (12 0mm 

oi) \zmc^5-vy\ o omi*<ttXv^^x;^*-> 

K 6 Oml£Jn*T#;t^&£^figT}STl< 1 5#IW 
«*U S6lCh'JX^75>8 4. 2ml (6 0 2mm 
ol) fcJilAfcCDiS. £fl»Ct>ifb3ll#ffl8i#L&. E£ 
JS(C*4 0 OmlSJin^tSl&ffiD, Z^zmt*?-]/ 
>5 0 OmlTfttiJU tttt&£*fc©:f&]li:£:b-a:Tga 

u 4- (N-^>^;i/^*->*;i/#-;i/7sy) 

n^**y>S«filS»tbT2 1. 8g (7 3%) # 

fc. 

'H-NMR (CDC Is ) fins : 7.30 (m, 5H),5.10 
(s, 2H), 5.20 - 4.95 (d, 1=7. 4Hz, IE), 3.% (m. 1 
H),2.50 - 2.35 (m, 4H), 2.32 - 2.10 On, 2H), 1.75 
- 1. 55 (m, 2H) 

I R (KBr) : 3600 - 3100, 2900, 1710, 1680, 15 
20 cur 1 

[0 14 5] #iSMfc:*-MJ£A (6 0%) 1. 9 6 g 
(49. Ommol) Sf h5t Fay?>l 0 Omllrl&S 

8g (44. 5mmol) Stx t Hn77> 1 0 OmHC 

*»bfc*«*jfc»T3o»nmrj«Tb&. 

tffcftU 4- W-<t>i?)l>-**r*sil)l>tf-)V7S. 
J) ^DAW>1 0. Og (4 0. 5mmol) St 
h7kHP77>l OOiliZjgttls&ttft&l 0#fflT 
KTU *©fciSfiTl«rlWH*l,&. EJfcifltSEtEE 

^y;V*7Z.^n-7h^77-<- (n-M l 1i->:IW 
Iff=10 : 1-5: 1) lc«tO»®U 4- (N- 

Kit-^fM«eH*tui6. og mmm 
#&. 

'H-NMR (CDC Is ) fims : 7.50 - 7.30 On, 5 
H),5.57 (s, 1H), 5.09 (s, 2H), 4.78 (m, 1H), 3.75 
(m, IB), 2. 40 - 1.30 (m, 8H), 1.47 (s, 9H) 
IR (KBr) : 3300, 2900, 1710, 1680, 1640, 154 
0 cm" 1 

[0 14 6] 4- (N-^>>?;^*->*Jl/Jpx;l/75 
/) ->^D^->UT>S^Kt-^;i/8. Og (2 3 
mmol) S^^/-;P3 0 OmlfcBfflfU CO^I'l 0 



-154- 



(23) 

43 

■e2 0B9W!«#Lfc. Rj&m*mmLtz<D?>, mm/n 
tvxi. 68g 05%) #fc<, &itmm*t>]m& 

»*JftBETfcS*U »6nfcaj»*5/U*^;P*5A 
i7DYh^^7>f- (*an*;i^ : **/—;i/=l : 
1) fc«kDHI«U yXM»WilT2. 8 5 
g (5 8%) #fco 

1 H — NMR (5 0 0MHz, CD C 1 3 ) h?>Xft i0 
6 TMS :3.10 (b, IB), 2.18 (d, J=11.0Hz, 2B), 2.10 
(d, J=7. 0Hz, 2E),1.87 (d, 2E), 1.75 (m, IB), 1.58 
(dq, J=12.5, 3.4Hz, 2H),1.43 (s, 9H), 1.05 (dq, J= 
12.5, 2.1flz, 2H) 

I R (KB r ) : 3400, 3000, 1720, 1600, 1370 ci" 1 
1 H — NMR (5 0 0 MHz, CDC1 3 ) vX#<5 
i«s : 2.96 (m, 1H),2.60 (m, 1H), 2.18 (d, J=7.4Hz, 
2H), 2.08 (d, J=7.0Hz, 2H),1.93 (m, 1H), 1.90 (d, 
J=12.0Hz, 2H), 1.75 (d, J=13.0Hz, 2H),1.44 (s, 9 

H) , 1.11 (dq, J=14.0, 3.0Hz, 2H),1.02 (dq, J=12.0, 20 
2.3Hz, 2H) 

I R (ne a t) : 2900, 1720, 1450, 1370 cnr 1 

[0147] mmme 

2-7^x7-6- C C (4- t -^h^risfiJltf-Jl 

y*yy utG® (3 8) 3 

6 -i/TJ- 2 -j~y3 L )m&2 4 lmg (1. 1 4mmo 

I) , 2-JDD-4, 6-z?*b*z/-l, 3, 5- 
hV7i?>2 0 5mg (1. 1 7mmol) *«fctfttfc*^l' 

3 ml (1. 2mmol) *j0*-t<D** 3«fIHa#Lfc, H 
h7>X-4-7^y?D/\^ 
ftBt-^5 L ;V2 4 3ng (1. 1 4mmoi) £<£tfN-;* 
^JV*^*U>0. 13ml (1. 2mmol) Zmtt^U 
>4. 5iUC**Lfc***0-4'CTfiirFU 

u o. 2N«s?, 5%fiw*4s£t/t&?a 

X?^=4 : 1) fc^OSWU 2-v7/-6- 

X : ->7=7 8 : 2 2) ft&fi0#<>:LT3 5 8mg (7 
7 %) tffco 

1 H-NMR (5 0 0MHz, CDCh ) h^>X# 
0ms :8.21 (s, 1H), 7.90 - 7.84 (2H), 7.77 (s, 1 
H),7.61 (dd, J=8.5, 1.6Hz, 1H). 7.52 (dd, J=8.4, 
1.6Hz, 1H),5.29 (d, J=7. 5Hz, IB), 4.05 (s, Ifl), 3. 
72 (s, 2H),2.08 (d, J=7.0Ez, 2H), 1.95 (m, 2H), 1. 50 
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74 do, 2H), 1.7-1.6 <1H), 1.42 (s, 9H), 1.15 - 0. 
95 (m, 4H) 

MS (E I) : 406 (M + ), 350 

Co 14 8] 2- c C (4-t-^h+^*;v#x;M 

-*/7J + 79 V>fr*>K&® (3 8) 'vCDSS&tt, * 

yj;^3 2 7mg (0. 8 0 5mmol) > h 11X9^75 
>0. 8nl*i«i;uy>8BlC!)fi^*+Tritft**4: 

*#;W1^;W*:ft7-feh>l 0ml*T3-F**> 
0. 7 5ml (12mmol) »Jfe-T*?-*-f ^ 

6. 5ml*TB«7>*x*A8 7ng* (1. lmmol) t 
K*3tf* »*-r«75^y#T?»«flS^* (3 8) 

(h7>X : yX=7 5:2 5) ft±3^*K*-C* 
«fi0#£LT3 5 5mg (8 5%) #fc« 
1 H — NMR (5 0 0MHz, DMSO-de ) h5> 
Xfcfiins :9.30 (bs, 4H), 8.44 (s, 1H), 8.09 (d, J 
=8.7Hz, IB), 8. 02 (d, J=8.6Hz, 1H), 7.88 (s, IB), 
7.80 (dd, 1=8.6, 1.8Hz, IB). 7. 59 (dd, J=8.4, 1.5H 
Z, IB), 3.61 (s, 2B), 3.46 On), 2.07 (d, J=7.0Hz, 2 

H) , 1.85 - 1.75 (2fl), 1.73 - 1.63 (2H),1.59 (m, 1 
B), 1.39 (s, 9H), 1.25 - 1.12 (m, 2B),1.05 - 0.95 
(m, 2B) 

[0149] mmm7 

2-7^yy-6- [ [ (4-*;i/^^^i/->£p 
*g±M 7Bj;%)if,-)W j-7?u> [fb 

&® (3 7) ) 

(3 8) ©J:5flS**«*3 3 4mg (0. 6 0 6 
mmol) Sttfl:^5 L P>2 4mnc«/!fU £<&»«KMJ 
7Jk*Dft»6. 8ml (8 8mmol) JDA, gfiT3P#K 

8*7^D*7hy77^-.W^y-;l/: 
*=7 0 : 3 0) KJ:DttSU (3 7) (h? 

>X : ->X=7 3 : 2 7) ft hU 7^nl»«[T?»ft 
@#<hLT2 9 lmg 0£§M) 

1 H — NMR (5 0 0MHz, DMSO-do ) h?> 
Xftdrys :9.43 (s, 2B), 9.32 (s, 2B), 8.46 (s, 1 
B), 8.09 (d, J=8.7Hz, IB), 8. 02 (d, J=8. 5Hz, 1H), 
7.88 (s, 1H), 7.81 (dd, J=8.6, 1.8Bz, IB), 7. 59 (d 
d, J=8.5, 1.5Hz, IB), 3.62 (s, 2D, 3.48 (m),2.09 
(d, J=7.0Hz, 2H), 1.85 - 1.75 (2B), 1.75 - 1.65 (2 
B),1.60 (m, IB), 1.27 - 1.12 (m, 2B), 1.08 - 0.95 
(m, 2H) 

[0150] turns 
6-is7s- 2 z±y h^ymm 

S-i/7 S -2-jry | — ;U 2 . 17g (12. 8mmo 

I) «N, N-$>*?;V#;kk75 H 5 OalKJWBU 
ZOmmzyntmWitrjU. 4 5ml (15. 3mmo 
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1) 43«fctf0M*y*A2. 66g (19. 2nnol) * 
£LT2. 8 8 g (9 3%) 

[0 15 1] 1 H — NMR (CDC 1 3 ) (5 TM s : 8.15 
(d, J=0.8Hz, 1H), 7. 83 (d. J=9.1Hz, IE), 7.78 (d, J 
=8. 5Hz, 1H),7.57 (dd, J=8.4, 1.6Hz, IE), 7.34 (dd, 10 

J=9.0, 2.6Hz, 1H),7.09 (d, J=2.4Hz, 1JO, 4.79 (s, 

2H), 3.85 (s, 3H) 

[0 152] 6-'>77-2-t7h^>S8^f;P 
2. 81g (11. 7mmol) SX^/-;l^5 Omlfc** 

ml***. ^CD*tfififcfei!UTl«pm«#Ufc. r 
COS^C 1 Ni&Sg£JD*-T$tt (pH2-3) tU #T 

£&£H#£:bT2. 49 g (9 4%) ftfc. *H-N 
MR (DMSO-de ) <5ms : 8.43 (s, 1H),7.93 20 
(d, J=9.0Hz, 1H), 7.88 (d, J=8.5Hz, 1H),7.66 (d, J 
=8.5Hz, 1H), 7.29 (d, J=9.1flz, 1H), 7.22 (s, lfl), 
4.29 (s, 2H) 

I R (KB r ) : 3400, 2210, 1615, 1260, 1225 cm" 1 
mp >300 X: 

[0153] mms 

4-^UH>iB»5 0. 6g (3 7 3mmol) Cfh 
y\i HD77>2 0 0 ml Sim** &V>T?*BtfW- HJ £ 
A14. 9g (3 7 3mmol) ** 1 0 OmlfcS#Lfc» 30 

^5 4ral (3 7 8minol) S:fh7tHD77>3 OmHC 
*«ktf**fc:fHJ'>/>14. 9g (3 
7 3mmoI) ft*l 0 Oilfc»»b&««ft**TfcH«P 

7. 4g (8 9%) %1t* 40 
1 H — NMR (CDC la ) <5t«s : 7.38 - 7.36 (m, 5 
H),5.17 (s, 2H), 3.78 (t, J=6.2Hz, 4H), 2.44 (t, J 
=6.1Hz, 4H) 

[0 15 4] N -^>i?)l*3ri/tUVtf-)l< - 4 - fcf^s 
UH>4. 5 2g (19. 4mmol) fc^tf^^l^X 
*/SK^^3. 2ml (2 0maiol) £^>if>5 0ml 
KWKU Z<D®WL\Zi-bV?JUl. 24g (53. 9 
mmol) **9S-)Vl3*\\zmM\,it1-hVVJ**h* 
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ifyyj- (n-^>:ftgX^I/=4 : 1-2 : 

i) icionmu N-^>y;v^S/*;i/#x;u-4 

4g (6 5%) %tZo 

1 H — NMR (CDC 1 3 ) <5t«s : 7.38 - 7.33 (m, 5 
H),5.73 (s, 1H), 5.15 (s, 2H), 3.69 (s, 3H),3.57 
(dd, J=11.0, 4.8Hz, 4H), 2.96 (t, J=5.6Hz, 2H),2.3 
0 (t, J=5.5Hz, 2H) 
[0 15 5] N-sOzsJlttz/Jlfrtf-JV- 4 - bf^ 
U^Ux>»K^?;H. 5 4g (5. 3 2mmol) £;< 

^/-;n ooaifc»»u cico^ci 0%;^^ 

3 2gfciD*., #*»H«T, £iIT2 0l# 

fc«ETfc«*U 4-fc!^U^;V»K^? L ;l/S^-X 

httchbT7 3 0mg (8 7%) ^fc„ 
1 H — NMR (CDC Is ) <5t*s : 3.58 (s, 3H),2.91 

- 2.85 (m, 2H), 2.42 (m, 2H), 2.14 (d, J=13.0Hz, 
2H),1.53 (d, J=12.0Hz, 2H), 1.02 (ddd, J=24.0, 12. 
0, 4.0Hz, 2H) 

[0156] mmmio 

jumusv) j? tb*^ irvttvy Cfls 

£M (9) ) 

6-v7y-2-^7h+v»K8 34mg (3. 6 7mm 
ol) *N, N-y^fMJl/A75 H 1 5nIfc*#U 
^o««fci- (3-v/^;U7^yyntf;w -3- 

X^*;W#s;^$ Ha«i67 0 4b« (3. 67mmol) 
*5cfcC;4-tf^U> ? ;^K>5 1 ;l/5 7 7mg (3. 6 7mm 
ol) Mtl 6«HWJ«*L&. RiSffiS*^tC 

sMx^vTSiaiu aaj}Ks^sift«**5j;^ 

^^h^u^Vifvv^- (n-^\+it> : KKx?;l, 
-5 : 5-1 : 9) fccfc0««U 2 -y7/-6 - 

#x;W *h*5/] ^:7*I/>£&fi@#<hLT4 4 8 
mg (3 3%) fcfc. 

[0157] 1 H — N M R (5 0 0 MHz, CDC 
la ) <5ths : 8.15 (s, 1H),7.82 (d, J=9.0Hz, 1H), 
7.80 (d, J=8.5Hz, 1H),7.57 (dd, 1=8.5, 1.6Hz, IB), 

7.30 (dd, 1=9.0, 2.6Hz, 1H),7.22 (d, J=2.4Hz, 1 
H), 4.83 (s, 2H), 4.61 - 4.54 (m, IE), 4.04 - 3.97 
(m, 1H), 3.67 (s, 3H), 3.13 (td, J=12.7, 1.7Hz, 1 
H),2.67 (td, IE, J=12.7, 2.4Hz, 1H), 2.24 (d, J=6. 
8Hz, 2H),2.16 - 1.95 (m, 1H), 1.89 - 1.71 (m, 2H), 

1.30 - 1.11 (m, 2H) 

[0 15 8] 2-y7/-6- C C <4-j* b^>tl)V 
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#~)V*=f)VK^)VJ) *;M*x;W j*h*>0 ^7 

9\/>fr*>fc%m (9) <w$m*^ tmmzhnmn 

ng (1. 2 2mmolK h UX5MV7* >2ml*5<ktf fcf'J 

7*feh>l 0ml4 3 T3-F;*^>l. Oinl (16mmol) 

*<1 5 ^- htt£ ;* * 7 5 bI *TS*K7 >^X»i; A 
5 0 0mg (6. 4 9mmol) fcJRjSa*, *ttSTS7 5>> 

(9) fca«jre*fiB#£i/ri 2 

8mg (2 1%) ^^co ft*5> ->U*y**5A*n7h 

1- 7 : 3£fflV>&. 

[0 1 5 9] 1 H-NMR (500 MHz, DMSO- 
d 6 ) <5™s :10. 26 - 8.90 (br, 3H), 8.41 (s, 1H), 
8.01 (d, J=9.0Hz, 1H),7.97 (d, J=8.7Hz, 1H), 7.77 
(dd, J=8.7, 1.9Hz, lfi),7.40 (d, J=2.0Hz, 1H), 7.36 

(dd, J=8.9, 2.4Hz, 1H),4.99 (d, J=6.0Hz, 2H), 4.3 
0 (d, J=12.5Hz, 1H),3.86 (d, J=13.6Hz, 1H), 3.60 
(s, 3H), 3.09 (t, J=12.6Hz, 1H),2.67 (t, J=12.6Hz, 

1H), 2.29 (d, J=7.0Hz, 2H),2.00 - 1.95 (m, lfl), 
1.83 (s, 3H), 1.74 - 1.67 (m, 210,1.29 - 1.24 (m, 
lfl), 1.08 - 1.02 (m, 1H) 

[0160] m&mi 1 

2- 7^x7-6- C C (4-^;l/^v^^;Vhf^u 
(8) ] 

(9) 0>$K£8 6ing (0. 1 7mmol) \ZX? / 
-)V5m\&£Zfil N*»flS^-hU^A**»0. 8 7ml 
(0. 8 7mmol) SJD^ SfiT 1 P*[ffli*#Lfc. Z.<D 

(8) «hS/;««T*fiieatl/T2 9Bg (3 8%) 

1 H — NMR (5 0 0MHz, DMSO-de ) <5tms : 
12.09 (s, 1H),9,33 (s, 2H), 8.87 (s, 2H), 8.41 
(s, 1H), 8.01 (d, J=9.0Hz, lfl), 7. 98 (d, J=8.7Hz, 1 
H), 7.77 (dd, J=8.7, 1.9Hz, IB), 7.47 (d, 1=8. 0Hz, 
1H), 7.40 (d, J=2.4Hz, lfl), 7. 36 (dd, J=9.0, 2.5Hz, 
1H), 7.10 (d, J=8.0Hz, 1H),5.02 (d, J=14.0Hz, 1 
H), 4.98 (d, J=14.0Hz, lfl), 4. 30 (d, J=12.0Hz, lfl), 
3.86 (d, J=13.0Hz, lfl), 3.09 (t, M2.0Hz.lH), 2. 
64 (t, M3.0HZ, 1H), 2.29 (s, 1.5H), 2.18 (d, J= 
7.0Hz, 2H),1.97 - 1.91 (m, IB), 1.76 - 1.70 (n, 2 
H), 1.28 - 1.21 On, 1H),1.07 - 1.01 (m, 1H) 

[0161] mmmi 2 

[Jb£» (2) ] 



(25) HW7-1 7 940 7 

48 

2. 6ml (3 6mmol) *»TU #(^T4 -7 S / ->i? 
D^U->*;U#>K1. 3 7g (9. 5 7mmol) Stfc 

«*»EETfc«BU VfttUfcHtttlHtU 

x-^i/T?ft#u 4 -7^y vi7nA+v;v*;u^> 

»^?;PS*»i6T*fi@«5:tL/Tl. 6 9g (9 1 

1 H — NMR (DMSO-dfl ) 0m :8.30 - 8.00 (b 
10 s, 3H), 3.62 (s, 3H), 3.59 (s, 3H),3.10- 2.80 (m, 
1H), 2.60 (m, 0.6H), 2.25 (n, 0.4H),2.12 - 1.35 
(m, 8H) 

[0162] 6-v7y-2-^7h*vSK6 0 3mg 
(2. 6 5mmol) 1 OalfcftMFU CO 

S»:2-^DD-4 ) 6-i>*h*v-l, 3, 5- 
hU7v ? >4 9 Omg (2. 6 5mmol) ^i^N-^^P 
^;l/*U>0. 3 1ml (2. 7miD0l) SfcftTfciDA* 

^n^*3/**^>»^^A4IHWI[5 1 3ng (2. 7 
# dudoI) :fc<fctfN-*^;i^;i/*U>0. 3 1ml (2. 7 

fc. K*«S«ETK«IBUfca>*, »«x^-C«R 
U 0. 2N&Bk fi»ft«**J:tf*Tft*Lfc. ft 

^77^- (n-AW>:ifSxW=l : 1) 
0*ft»U 2-yjy-6- C C (4 -;* h***;M« 

30 7*l/>£&feH#£LT6 8 7mg (7 1%) #£ e 
1 H — NMR (CDC Is ) <5 TJf5 : 8.17 (s, 1H),7.83 

(d, J=9.9flz, 1H), 7.83 (d, J=8.6Hz, lfl) ,7. 60 (d, 
J=8.6Hz, lfl), 7.35 - 7.26 (m, 1H), 7.12 (m, 1H),6. 
62 - 6.30 (dx2, 1H), 4.62 (s, 2fl), 4.13 - 3.75 (m, 
lfl), 3. 67 (s, 3H), 2.60 - 2.20 (m, lfl), 2.05 - 1.1 

0 On, 8H) 

[0 16 3] 2 -i/7/- 6- C C (4-* b^>tf)V 
±7^l/>*6ft^ft (2) *ffi^J3^|^ 
(1. 8 6BB0I) *HUX9 1 ;i/75>2nlfeJ:tfKU^ 

>2 0Bi©jB-&*feaE<b**tK*a*» 

•b h>l 5ml4 , Ta-K^^>l. 5ml (24mmol) t 

-f S^-hfrft^y-JH 0ml*TB^®7> : txC7A 

1 0 8mg (1 . 4 Ommol) tjE*a*, »|KT*75^ 
/flnN6*fc£fc (2) *J:dfc**»«LT»fiH#t 
LT2 1 9mg (2 3%) ^ ^) tl V )Vti v h 

50 >7avh>f7y<<-<D®ttimmit:*3 L l'>: *9J~ 
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)V=1 9 : 1^9 : lfcflj^fc. 

1 H-NMR (5 0 0MHz, DMSO-de ) <5tns : 
9.10 (m, 3H),8.40 (s, 1H), 8.02 (m, 1H), 7.98 On. 
IB), 7. 78 (dd, J =8. 6, 1.7Hz, 1H), 7.42 - 7.39 (m, 
2H),4.66, 4.64 (each s, 2H), 3.80 (m, lfl), 3.59 
(s, 3H),2.25 (m, IB), 1.95 - 1.25 (m, 8H) 

[0 16 4] $mmi 3 

;!/) 7^/;fr^#x;U] ±7^U> tfb^ft 

(l) 3 

(2) 2 1 8mg (0. 4 2 6mmol) \ZX?/-)l> 
1 0 ml£<J;tf 1 N*Kft^ h U 5 ml 

86tt (PH2-3) £U MffiT(cx^y-;i/^S*b 

T, {t<&« (1) £&KfflT&fiH#c!:bT6 7mg (3 
9%) We* 

1 H-NMR (5 0 0MHz, DMSO-d 6 ) <5t«s : 
12.10 (bs, lfl), 9.42 (bs, 2H), 9.18 (bs, 2H), 8.45 
(s, 1H), 8.07 (d, J=8.0Hz, lfl), 8. 02 (m, 1H), 7.98 
(d, J=8.6Hz, lfl), 7.80 (dd, J=8.6, 1.6Hz, IB), 7.4 

1 (m, 2B), 4.66 (s, 2H), 2.14 (m, lfl), 3.61 (m, 1 
H),1.93 (m, 2H), 1.81 (m, 2H), 1.33 (m, 4H) 

[0 16 5] IHS60U4 
6 ->>7J - 2 -j-y$r V>tl)),#>m 
6-yn^-2-^7h7;l/xt:K2. OOg (8. 5 
lmmol) \Z2 2 -yr>9. Oml (8 5mmo 

i) ^<tr/t-y^/-;i/5 omi^jDAfco zom&mm 

\Z. &&m&i-hW& (8 5%) 1. 1 6 g (1 0. 
9mmol) ^^^U^n^^hU^A-^fP^l. 0 
8g (6. 9 2mmol) £*8. 6 ml K?g8?b 
iTiSTU fO)fetlBffl^Uco £&il£tC6N*& 
ft^hU^A*^IS^in^7;l/*Utti:L^O^, *1 

2 0mi^jn^., ^x^i/x-^i/TSc^ufco *m*m 
mm-?®® (pi-ii-2) <tu vfttibtzmftzmm 

b> 6-7n*-2-^7*u>;fr;i^>$£&fiHft 

tLTl. 4 8 g (6 9%) ntc 0 

[0166] 6-?U*-2-j-y?U>Jl)l#>m 
1. OOg (3. 9 8mmol) (CvX^X—r^fc 1 5 
mlJjD^ Z(DM^mz^>^JV7JVa-jV9 0 8mg 

(8. 40mmol) £±tf4 J fcf U S*>4 
9mg (0. 4 0mmol) £;&D;t> ^ty^DA+^ 
#;M*5M5 F9 0 8 Eg (4. 4 0mmol) Sim*.. 
T4 2«rW«#L&. £*«£»»U 
•S«BETKS*b&. ft6nfca«*»«X?;Utn- 

7^u>*;v#>»^>y;pft*fiiBatUT6 2 omg 

(4 5%) 

[0 16 7] 1 H-NMR (CDC 1 3 ) (5ms : 8.61 
(s, lfl), 8.13 (dd, 1=8.7, 1.6Hz, IB). 8.06 (s, lfl), 
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7.83 (d, J=8.7Hz, 1H),7.80 (d, J=8.7Hz, lfl), 7.62 
(dd, J=8.7, 1.6Hz, 1H),7.6 - 7.2 (m, 5H), 5.44 
(s, 2H) 

[0 16 8] 6-^D J E-2-^-7*U>*;^>*^ 
>i?)V6 0 Omg (1. 76mmol) HI, 3-i?*5-)V- 

IH2 2 Omg (2. 4 6mmol) £iaA, 1 5 0t:T8 
J0 ftjfflbfc, ^(7)fttti^i:5fe^»KX^;l/g^:«:^fc1i:T 

««$^iJ*y;i/*7-6 k ^n^h^77>r- (n-^+ 

tr> :SKx?;U=5 : 1) fcJ;D««U 6 J 
- 2 -i-7^ U>%)l$>&^>zSfr*m&\$fctVX 
2 1 Omg (4 2%) #fco 

[0 16 9] 1 H-NMR (CDCla ) <5t*s : 8.68 
(s, 1H),8.28 (s, 1H), 8.23 (dd, J=8.6, 1.6Hz, lfl), 
8.05 (d, J=8.6Hz, lfl), 7. 96 (d, J=8.6Hz, lfl), 7.69 
20 (dd, J=8.6, 1.6Hz, 1H),7.6- 7.2 (m, 5H), 5.46 
(s, 2H) 

[0 17 0] 6 -i/JJ- 2-ir?9V >%)Vtf>Wt1 
>V)V2 1 Omg (0. 7 3mmol) h7bHn77> 

2inc**u z.<D®mz\ o%/t7x*A&*2 img 

*#*HftT, afiT4«HH«»Ufc. Z.CDR 
jSftfcO. 5N*KftU^A*Ml. 5 ml ft**- 

znzm&rFizi&t&vtcvt, ^x?;i/ 
^ x— =r;PT«fe»ufc. *m\zmmmzMz.m& (phi- 

2) tU «rfflLfcH#*aWtU 6 -3/7/- 2 -J- 
7*l/>**#>»6*fi»*iLTl 0 Omg (6 9 

%) #&o 

[0 17 1] 1 H-NMR (DMSO-de ) <5ns : 
8.72 (s, 1H),8.68 (s, lfl), 8.33 (d, J=8.6Hz, 1H), 
8.17 (d, J=8.7Hz, 1H),8.10 (d, J=8.7Hz, 1H), 7.88 
(d, J=8.6Hz, 1H) 

[0 17 2] £Kffll5 

40 4 -XhD7x7-;H 3. 9g (lOOmmol) SN, 
N-^^?;U*;|/A7a H2 OmlfcjffiBU JlOSSEtC 
^P€»8t-^2 9. 3g (1 5 Onmol) 
^U*A27. 6g (2 0 0mmol) SrUDA, 7 Ot: 
^4^WSS#b7!S:<> JEJCatSftltx^H 0 OmlT^K 

^n^*^ft#u, *H*»«xg i ;uT?»mu&. 

7^- (n-AW>:SSSX^=5 : 1) (CctD^ 
Kb, SSlC»Bx?;Wfcn-^*-!J->a>fi^*«*^S 
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B*SfiU 4-rho7iytySt8t-^fMIf 
m&tbX2 1. 8g (8 6%) f#fc 0 

[0 17 3] 1 H-NMR (DMSO-de ) <5 T «s :8. 
21 (d, J=7.1Hz, 2H), 7.13 (d, J=7.1Hz, 2H), 4.86 
(s, 2H),1.43 (s, 9H) 

I R (KB r) : 1740, 1590, 1500, 1330, 1240, 116 

0 cm -1 

[0174] 4-rhD7xy + y|f8t-^iH 
9. 3g (7 6. Ommol) £X*/-;H 0 Om\\Z®ffi 
U Z<D®m\Zl 0%/^v^A^iSU. 0g£iD;L 

xy+S/^Kt-^;i/^1iefft«<i:bTl 6. 8g 
(9 9%) 

1 H-NMR (DMSO-de ) <5i«s :6.62 (d, J=6.6 
Hz, 2H), 6.49 (d, J=6.6Hz, 2H), 4.63 (s, 2H),4.43 
(s, 2H), 1.41 (s, 9H) 

1 R (neat) : 3350, 2950, 1740, 1510, 1220, 1 
150 cm" 1 

[0175] mmmi 6 

2 -7^>V-6- C4- (t-yhty^^JM 

h^i/) 7^uy^i^;v) cib^fe? (2 

7) 3 

6-v7y-2-^7^l/>^;U#>K9 5mg (0. 4 
8mmol) {c«{fc;^5 1 W>'2il43 < J:i;2-^np-4, 6 
-^h + v'-l, 3, 5-HJ7^>8 6ng (0. 4 
9mmol) £ifl*. ^TftftTKN - ^fyWftV > 
0. 0 5 4ml (0. 4 9mmol) £ftJ;LT^CE>£ £ 3 mm 

-r/^;H 12mg (0. 5 Ommol) ^«{k^^I/> 1 ml 
ISlJt©^SiXWMl, 0. 2 NJfig£Ti5fc# 

2-y7/-6- C4 
- (t -^Y^i/lDVtf-lV* h+v) 7-'J;M^ 
XjW ^7^W>^^fi^<i:tTl 2 lmg (6 3%) 
f§&. 

[0 17 6] 1 H-NMR (DMSO-ds ) <5t-s : 1 
0.42 (s, 1H),8.66 (s, 1H), 8.63 (s, 1H), 8.26 (d, 
J=8.8Hz, 1H),8.18 (d, J=8.8Hz, 1H), 8.11 (d, J=8.8 
Hz, 1H),7.87 (d, J=8.8Hz, 1H), 7.68 (d, J=9.0Hz, 2 
H),6.92 (d, J=9.0Hz, 2H), 4.63 (s, 2H), 1.42 (s, 9 
H) 

[0 177] 2- C4- (t-7h*i'tJ)i'tf~)V*h 
**/) 7XU/*;i/*x;W -e-S'T-/*?*!/** 
(2 7) ^(0*fttt, £*fl3£H*©*»-e 
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fTftofc, Tfct>%, H»O6"S/7y#9 0Bg (0. 
2 2mmol) £ tf U >>> 2mlj3«fctf h U X3M1/7S > 0 . 

JW«^mtfi»*i:l/T6 3KII&. uO^t* 
JWN^-T ; 7 -fe h > 2 . 5 ml * 3 - F * * >0. 18ml 
(2. 9mmol) fcE>BS^ »«r«?*-f 5^- h# 
*jtfiHftil/T9 7ngf|&. CO^sH^y-hft* 
**/-;l/2ml4*K7>^X^Al 8mg (0. 2 3mm 
ol) fcSSStf, »M57^y/^Mfte» (2 
10 7) «J:5fl:**R«[T?*fiH#tLT5 Omg (6 5 
%) #fco ft*, yU*y;i/*7^nvh^77/- 

[0 17 8] 1 H — NMR (DMSO-dfi ) <5 T *s : 1 
0.42 (s, 1H),9.6 - 9.1 (br), 8.65 (s, 1H), 8.52 
(s, 1H), 8.28 (d, J=8.8Hz, 1H),8.20 (d, J=8.8Hz, 1 
H), 8.12 (d, J=7.3Hz, 1H),7.88 (d, J=7.3Hz, IB), 
7.70 (d, J=9.1Hz, 2H),6.92 (d, J=9.1fiz, 2H), 4.63 
(s, 2H), 1.43 (s, 9H) 

20 [0179] mmmi7 

(4- (£2k#£22Lh±2) 7X 
UZ£2k*?^kj ^7^i^> Cfc^fe (2 i) ] 

(2 7) 3 6mg (0. 6 6mmol) \ZbV7)V*n 
»»0. 5 ill Sin*, SfiTS o#mw*L&. RJHK 
(C>?X^X-7 1 ;V2ml^iJP^> *rfflL&H#«*flfcl/ 
T> it^m (2 1) *±5fl:**a*T»fiH#tbT 
2 5mg (6 3%) mc 0 

1 H-NMR (DMSO-de ) <5tms : 13.4-12.6 
(br),10.45 (s, 1H), 9.49 (bs, 2H), 9.08 (bs, 2H), 

30 8.68 (s, IE), 8. 54 (s, II), 8.32 (d, J=8.7Hz, 1H), 
8.24 (d, J=8.7Hz, 1H),8.15 (dd, J=8.5, 1.5Hz, 1H), 
7.89 (dd, J=8.5, 1.5Hz, 1H),7.71 (d, J=9.0Hz, 2 
H), 6.95 (d, J=9.0Hz, 2H), 4.68 (s, 2H) 
[0 18 0] ^JB0U 8 
2-7^y/-6~ [4- 

v) ^>>M)V**z/) i-7*V> Ukft® (6 8) 3 

+ Og (8 7. 6mm 

ol) £N, N-i?^^*M7$ H2 0 OmHcSS 
U CCO*«fc^n^E»»^^9. 1ml (9 6mmol) 
40 fccktfjKttfcU^Al 8. 2g (13 2mmol) £2JD;L, 
6 0rT2 0P»MM*l,&. K««*Sfifct>2U C 

2 3. 7g (9 0%) #fc 0 

[0 18 1] 1 H-NMR (CDC 1 3 ) <5t«s : 8.03 
(d, 2H),7.41 - 7.35 (m, 5H), 6.82 (d, 2H, J=8.9H 
z), 5.33 (s, 2H),4.69 (s, 2H), 3.80 (s, 38) 
mp 59-61^ 

[0182] m h*^*;i/#x;M h*^ftja*»^ 
50 >-J)V2 3. 6g (7 8. 6mmol) S**/-;P4 0 0 
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■lfcWWU 0K/*5S>*AB*«2. 4 

gun*, *mm%~r, muremmmwvtzo 

/MJxjk* h*S/ftJB#»*«fil6»t l/T 1 4. 9 g 
(9 0%) 

[0 1 8 3] 1 H-NMR (DMSO-ds ) 0ns :7. 
89 (d, J=9.0Hz, 2H), 7.02 (d, J=9.0Hz, 2H), 4.91 
(s, 2H),3.71 (s, 3H) 

I R (KB r ) : 2900, 1740, 1670, 1300 - 1250 cm 10 
- 1 

mp 170 - 173 *C 
[0 18 4] p-* h*3/**alfcl/W h + 5/»A*»7 
5mg (0. 3 6mmol) ShTU i?> 3mlfc8J)FU C(D'& 
miZ^V^nVJVXfr^MSFO. 0 7 mi (0. 5 
moo I) 6 - 75 v7 - 2 - t7 h^JW^>X^ 

*>®&1 0 log (0. 3 6mmol) gflT2 0 

(6 8) ***>X)V*>mmvmm&1£8*£LT6 4: 20 
mg (3 8%) 

[0 18 5] 1 H-NMR (DMSO-de ) 0ns : 
9.48 (bs, 2H),9.14 (bs, 2H), 8.56 (s, II), 8.22 
(d, J=8.9Hz, 2H),8.24- 8.13 (m, 2H), 8.01 (d, J= 
0.8Hz, 1H),7.87 (dd, J=8.9, 0.8Hz, 1H), 7.66 (dd, 
J=8.9, 0.8Hz, IE), 7. 18 (d, J=8.9Hz, 2H), 5.00 (s, 
2H), 3.73 (s, 3H), 2.36 (s, 3H) l3 C-NMR (5 0 
MHz, DMSO-de ) 0ns : 168.7, 165.6, 164. 
1,162.2, 150.6, 135.6, 132.1, 130.8, 129.7, 129.4, 

128.4, 125.5,124.5, 123.5, 121.4, 119.0, 115.0, 6 30 
4.7, 52.0, 39.8 

I R (KB r ) : 3350, 3150, 1765, 1720, 1685, 121 
0, 1170 cm" 1 

MS (S IMS) : 379 (MH + ) 
[0 18 6] *Jg0J19 

±z£ ^>V<i)V**i>>) +y$v> iik&m (6 

9) 3 

p-kFD+y^|f8^>y^5. 5 8g (2 4. 4mm 
ol) £N, N-y^^JV^ATS H8 Onlfc««fU 40 
Z<Dmm\z7n*:W?mi-7 : ?)l>4. 4oI (2 7mmol) 
cktf«Ifc#U£A5. 14g (3 7. 2nunol) 

6 ot:T2^w8i^Lfco ®6tt&sflfcfe£u z.n 
;p#x;u^ h^5/ftJft#«^>^;i'«*fiH#tUT 

8. 3 5g (Jfcfttt) f§&. 

[0 18 7] 'H-NMR (CDC 1 a ) 0ns : 8.03 
(d, J=8.9Hz, 2H),7.45 - 7.30 (m, 5H), 6.90 (d, J= 
8.9Hz, 2H), 5.33 (s, 2H),4.56 (s, 2H), 1.47 (s, 9 
H) 50 
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[0188] p-t-^h*'>*;v#x;>^ h^^smsK 

^>^;U8. 2 2g (2 4. Ommol) ^/-JHO 
OmlfcSMfU 0«/^5y^A«*S8 0 

*^LT6. osg (smm #&. 

1 H-NMR (CDC la ) 0ns : 8.07 (d, J=9.0Hz, 
2H),6.94 (d, J=9.0Hz, 2H), 4.59 (s, 2H), 1.48 (s, 
9H) 

[0 18 9] p-t-7h*^#;i/#x;l,;* h*s/*ja#» 
15 7mg (0. 6 2mmol) *KU y> 6bHC»«?U £ 
OiBKfc^y^aKA***^ 5 KO. 1 Onl 

(0. 64mmol) *3J;tf2 -75 3V - 6 -±7 h-;W 
7 5ng (0. 6 2mmol) £JD;i* 
SfiTl 9«rffla#Lfc. K*»fc«fHILfcH**«* 
U s;if/H-; t)Vt*W»U (6 9) 

>X**>»*T«aftlSiltbT14 7ng (4 6%) 

mzo 

[0 19 0] 1 H-NMR (DMSO-de ) 0 ns : 
9.47 (bs, 2H),9.10 (bs, 2H), 8.55 (s, 1H), 8.22 
(d, J=8.9Hz, 2H),8.25 - 8.13 (m, 2H), 8.01 (d, J= 
2.1Hz, 110,7.86 (dd, J=8.8, 2.1Hz, IB), 7.65 (dd, 
J=8.8, 2.1Hz, 1H),7.14 (d, J=8.9Hz, 2H), 4.84 (s, 
2H), 2.34 (s, 3H), 1.44 (s, 9H) 

[0 19 1] mffiM2 0 

2-75V/-6- C4- jM^±Ati2} ^> 

*Mm*v\ -fyzvy tfcSft (6 7) ] 

fc£4fc (6 9) W^>^*>SI14 0nig (0. 2 

7mmoi) ^mit^u>i 4m\\zmmu zvmmzb 

U7A*D|»3il (4 Ommol) £J0;L> £ire3KMH 
n*:$M£X* / yx^X-^KOJB^JSK* 

ssieau a?** (6 7) **?>*)\,*>mmrm 

nm&thXBOm (6 4%) #fc 0 

[0 19 2] 'H-NMR (DMSO-de ) 0ns : 
9.46 (bs, 2H),9.08 (bs, 2H), 8.55 (s, 1H), 8.14 
(d, J=8.9Hz, 2H),8.27 - 8.10(m, 2H), 8.00 (d, J=2. 
2Hz, 110,7.87 (dd, J=8.8, 2.2Hz, lfl), 7.65 (dd, J= 
8.8, 2.2Hz, 1H),7.15 (d, J=8.9Hz, 2H), 4.86 (s, 2 
H), 2.33 (s, 3H) 

l3 C-NMR (50MHz, DMSO-de ) 0ns : 
169.6, 165.5, 164.1,162.4, 150.6, 135.6, 132.0, 13 

0. 8, 129.6, 129.4, 128.4, 125.4,124.5, 123.5, 121. 

1, 118.9, 114.9, 64.6, 39.8 
[0 19 3] %MM2 1 

*s) ^V4J173 L Z1 +7*V> (8 0) 3 

p-^ h*i/*;^-;M h*mt 8 0. 6 9g 

(3. 3mmol) «JMb*?l/> 1 0ml fc*tfU £CD& 
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miZ2-#un-4, 6-i?*b*i'-l, 3, 5- h 
■J7i>>0. 5 8g (3. 3mmol) iSiT/N-^?;^ 
)V-fcV>0. 3 6ml (3. 3mmol) SflD*., 2tC?frT3Nf 
fflffltVtz. zofemzs 6-7a*-2—fy?)l>7 
5>0. 6 8g (3. lmmol) ZUittf-Uy 1 Omlfc 

ttlH]2nft9ttl/fc. K««*ttft^f 1 l'>T#Rl/fc© 
n^WCffKx^^&HIIAU. 2-^-6- 10 

(4 - (* h*->*;^=;i/^ ^>v/-f;i/7S 

/) •^-7^U->'*iieiiea«i:tTO. 7 3g (5 8%) 

[019 4] 1 H — NMR (500 MHz, DMSO- 
d 6 ) (5tms : 10.35 (s, 1H),8.47 (s, 1H), 8.14 (s, 
1H), 7.99 (d, J=6.9Hz, 2H),7.90 - 7.80 (m, 3H), 
7.59 (dd, J=8.8, 2.1Hz, 1H),7.10 (d, J=6.9Hz, 2H), 
4.93 (s, 2H), 3.73 (s, 3H) 

[0 19 5] 2-7d*-6- [4- Wht^AM 

(1. 5 8dbo1)«1, 3-^*^-2-^3^71) 
5V>5ilfc«Fi*U CO«J*t^7>ft«-«l2 1 2 
mg (2. 3 7 mmol) SJ&A, 15 0tT5NfWl 

U 2—>7/-6- [4- (*h*^#;M$x;ioih 
*v) <0*M}V7$;*) ^7^V>«*fi*Jii:LT # 
2 6 Ong (4 6%) 

[0 19 6] 1 H-NMR (DMSO-de ) dim : 1 
0.50 (s, 1H),8.60 (s, 1H), 8.49 (s, IB), 8.14- 7. 
89 (m, 5H),7.74 (d, J=8.0Hz, 1H), 7.11 (d, J=8.8H 
z, 2H), 4.94 (s, 2HX3.73 (s, 3H) 

[0 19 7] 2-S/77-6- C4- (tb^z/ftfrtf 

m (so) osesitt, *««i3fcn«o*ttT-fffto 

&. TfctoS. Ig&<£2-v7/fr2 0 0mg (0. 5 5 
mmol) &MJX?;P73>0. 6ml*<t^fc!U >>>6ml 4? 

0ml*T3-H*^>l. 0ml (16mmol) 

-h****/-;H 0ml^TB^K7> : E:-'i7A7 Omg 
(0. 9 lmmol) iEJSStt* »«t575y;#T?* 
(8 0) *J:5fl:**«*'Tr»«fiH#tLT 
10 5mg (3 9%) #fc e ~>U#yjI/#5A£D 

19:1-9: lSffiWi. 50 



4WF7-1 7 940 7 

[0 198] 'H-NMR (DMSO-ds ) 5ms : 1 
0.51 (s, 1H),9.24 (bs, 4H), 8.62 (s, 1©, 8.42 (s, 

1H), 8.10-7.98 (m, 5H),7.79 (d, MO.OHz, 1H), 
7.11 (d, J=8.6Hz, 2H), 4.94 (s, 2H),3.73 (s, 3H) 

[0199] %mm2 2 

2 -7^v7- 6- C4- Cft;l/#^>;* ^> 
\Af;K7^/) ^7^> CftStt (7 4) ] 

fcG® (8 0) 6 8mg (0. 14mmol) \ZXj?/-)Vl 

o«i*±t;iN*»ft±hu^*»«i. oil (i. 

Ommol) ft**., £irC5#KI»#L;fc. COKJfcffilC 

iNmmzmz.m& (pH3-4) tu mmvrz®it 

*»RU Vc&® (7 4) £&18&T8MSfiH#i:bT 

3 2mg (6 0%) fttzo 1 H — NMR (5 0 0MHz, 
DMSO-de ) (5ms : 13.06 (bs, lfi), 10.53 (s. 1 
H), 9.42 (s, 2H), 9.13 (s, 2H), 8.62 (d, J=1.5Hz, 
1H),8.44 (d, J=L2Hz, 1H), 8.07 (d, 2H), 8.05-7. 
99 (m, 3H),7.80 (dd, 1=8.7, 1.8Hz, 1H), 7.08 (d, J 
=8.9Hz, 2H), 4.80 (s, 2H) 

[0 2 0 0] *J60»2 3 

2- (N-^>y;^»s/^;^aHxji/7$yy) - 6- 

tf-M +79V> Wc&m (1 2) ) 

6- (N-^>^t+^M^I/75^/) - 2- 
^7h*'>SK5 0 0mg (1. 3 2mmoI) , \Z*9i?J 
fflk*?)V2 2 9mg (1. 45mmol) *3j;tfl-fc:Fn 
*^^>7hU77-;H 9 5 mg (1. 4 5 mmol) £ 
N, N-z?*?)V#)V2*7$ H2 SmHcfflHSU CO® 

^*;U#^-f5 K&0KK2 8 lmg (1. 4 5mmol) Sftl 

- (^DD*U : *2J-)V=2 0 : 1) fc«kOIMI 
U (1 2) £*»GB#fcbT3 1 5mg (4 6 

%) #£o 

1 H — NMR (CDC l s ) (5ms : 8.40 - 7.00 (m, 1 
OH), 8. 30 (s, 1H), 5.21 (s, 2H), 4.72 (s, 2H), 3.69 

(s, 3H),3.70 - 3.50 (m, 2H), 3.21 (s, 2H), 2.70 - 

2.40 On, 4H) 

[0 2 0 1] W&m2A 

2-73^7-6- C C (4-> V**/tl)Vtf-)\,*? 
£M (i 3) 3 

Vc^m (12) 5 2 Omg (1. 0 Ommol) ^rh7t H 
P77>1 0 Oml^ct^l NffiK 3 ml <DM&m\zmM b 
tzo CIOSJSCI 0X/^5y^ft*4 0 OngftJP^ 
Tfc^^H^T, ^fiT14l^fflffi^bfco 
lN*Kjb^hU^A*«JSSaPA, pH7-8fCUfc 
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9:1) KiOffJKU it&Vo (13) £&6£&T}g£ 
@#<hUTl 3 Omg (2 8%) 

1 H — NMR (DMSO-d. ) <5r»s : 9.47 (br, 2 
H).9.24 (br. 2H), 8.50 (s, IB), 8.13 - 7.78 (m, 3 
H), 7.52 - 7.20(m, 2H), 5.00 (s, 2H). 3.74 (s, 3 

H) , 3.70 - 3.30 (m, 410,3.17 (s, 2H), 2.60 - 2.40 

(m, 4H) 10 

[0202] mmm2 5 

2 -75 vV- 6- ( C (4-»;t*frfr->*^;HM9 

I) 3 

(13) 1 2 Omg (0. 2 6 2mol) Srh7t 

A*8»c6ml£iin*., £irC4P#MIJi#Lfco SfSig^ 
»fc lNffiK€:ira^.pH3KTlcLfc©-&. jgBETKift 

&©■&«* u tt&m (in a? 

LT5 4mg (7 4%) 

1 H — NMR (DMSO-de ) <5ms : 9.38 (bs, 2 
H),9.22 (bs, 2H), 8.42 (s, IB), 8.10 - 7.30 (m, 5 
H),4.86, 4.82 (s X2, 2H) 
IR (KB r ) : 1720, 1660, 1615 cm" 1 
mp >2 5 0'C 

[0203] mmm2 6 

2- W-^.yi»V-t^tl)Vi^-)WZz>J) -6- 

( c (4-* h»^M=/Ki^'jyy) 
;» *h^» ?-7?i-> CJb£1> (6) ) 30 
6- (N-^>s?;i/**->*jl/jKn^7sy/) -2- 

:f"7 r-*->ft&l. OOg (2. 6 4mmol) , 4 - tM 
'J^>*;l'JH>K*3\)l'5 2 Ong (2. 9 Ommol) 
tfl -t h-D4->^> , /hU7 v /-JV3 9 Omg (2. 9 
Ommol) *N, N-5?^5=-;i/^A73 H 5 Omltdffl* 
U £©&»$!;: 1- (3-i>^)V7S.y^a^)V) 
-3-X?)l>t))Vtf*MS. H*»*3 6 2mg (2. 90 
ml) £JnA, SiTCi 4Htra»#U&. KfciB-&<»* 

h^77^- (B»x?;w fcJ:D««u its® 
(6) «»WtfiH#tUT9 3 6eB (7 0%) fife. 

1 H — NMR (CDC 1 3 ) fins : 8.39 (s, 1H),7.90 
- 7.20 (m, 10H), 5.24 (s, 2B), 4.79 (s, 2H), 4.35 

(d, J=7.2Hz. 1H), 4.12 (d, 1=7. 2Hz, IB), 3.69 (s, 

3H), 3.22(t, J=7.0Hz, 1H), 2.92 (t, J=7.0Bz, 1H), 

2.70 - 2.50 (m, 1B)2.10 - 1.60 (m, 4H) 

[o 204] mmm2 1 so 
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2-75 3V-6- t ( (4-:ft;Vfl*->fc!^'Jy/) 
t>)Vi£-M *M*>0 7-7*1- > CftStt (5) ) 

(6) 9 3 6mg (1. 8 6miol) fcxh^tFn 
7 5 > 1 5 0 ml43<fctf 1 NffiK 3 0 tt0jB£ffiCM!FL 
It. z.v>®m\z\ 0%Ay*J<7l»fcm2 o Omg&jnA, 
*5g#HmT. £iIT6 9H*|H)«#Ufc. 
1 N*K{fc7- h 'J >7A*^lflt&JnA, pH7~8l:Lfc 
®^»jIU Sa^SrlNmK-CKttfCtfc©^, 

7 > 6 5 ml iClSSS U £ CD WMcIC 1 N^Kfe*- r>'J«7 
A*JBP«c4 0nlSaA, aa*C2»MW^l/&. Hfclg 
^*fclNtt*ftfti^pH3JSlTKU&0 , 6, fiftAtt 
*«EETfc«*U&. #5nfcaMRP-*7Ai'D 
Yh^7^- (* : 7±h-hV)l=6 : 1) t<tO 
IWU it&®) (5) t*«ttTrStttftH#tUT2 3 
5mg (3 2%) #&. 

1 H — NMR (DMSO-de ) 6ms : 9.48 (br, 2 
H),9.29 (br, 2B), 8.48 (s, 1H), 8.10 - 7.30 (m, 5 
H), 5.02 (s, 2B),3.30 - 3.10 (m, 2H), 3.10 - 2.80 

(m, 2H), 2.10 - 1.30 (m, 5H) 

IR (KBr) : 3300, 1700, 1660, 1605 cm" 1 
mp 1 2 0-1 2 5"C 

[0 2 0 5] 8 

C (4-7S;-o-7i-k» -J***^) -M»y 

A-~Yati7-n-)V 7.95g (51.3mmol) *5«ti;7*D^ 
»8t-7fJk 25.0g(128mmol)£N, N-$?*?MI/#;|/ 
A7SF 100ml cniC&K* U >7 A19. 7g (1 
43uol)&ftl;)t. ^mT24NfKSS#Lfc. KJ&«cfc#« 

*tf>fc»Kx^;Ufc©iI^jBlto58ISflU ( (4 
--Fn-o-7irv» rft|yt-7 
?JHfc*fi*tfifcLT 18.10g (61» ftfc. £©fc© 1 
3.10g (34.1mmol)£| l |&X3MP 70ml tC$g$!U Z\tl\Z 
10% ^5^"7AM* i.3g«ln*.. **»H«T, £M 

tt»ja»ft«ETfc»*U. C (4-7S/-0-7X 
v?^+->] — Kffi^ t - 7=}-)VZ%k&tmtL 
X 11.81g (98*) #£. 
[0 2 0 6] 1 H — NMR (CDC 1 3 ) <5,. s : 6.79 
(m, 1H), 6.27-6.20 (m, 2B),4.54 (s, 2H), 4.50 (s, 
2H), 1.48 (s, 1H), 1.47 (s, 9H) 
IR (KBr) : 3350, 3000, 1740, 1510, 1150 cm" 1 

[0207] m&m2$ 

2-75>V-6- (3, 4-tfX (t-T'h^'^V 
iK-JMr-*>0 7-'J7AM^) 7"7^U-> (lb 
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-2-T7?U>jl)l'tf>m lOOmg (O.Slmmol) t 
C (4-7^;-o-7xZl/» i***^] -»»t 
-73^ 197mg (0.56mmol) <b£8g£U n-^i^> 

6- (3, 4-tfx (t -:/b*v#;M^;]/;* 

233mg (86S)#£e 

[0 2 0 8] U^: 162-163 10 
1 H - N M R (DMSO-de , 5 0 0 MHz) 
5 i«s : 10.40 (s, lH),8.67(s, 1H), 8.62 (s, 1H). 10 
8.27 (d, J=8.7Hz, 1H),8.20 (d, J=8.8Hz, 1H), 8.12 
(dd, J=8.6, 1.7Hz, 1H),7.89 (dd, J =8. 5, 1.6Hz, 1 
H), 7.55 (d, J=2.4Hz, IB), 7. 33 (dd, J=8.8, 2.3Hz, 
1H), 6.93 (d, J=8.8Hz, 1H), 4.65 (s,4H),1.44 (bs, 
18H) 

[0 2 0 9] WZ, 2-1/7 J - 6 - [3, 4-fcfX 
M 1r79V> 200mg (0.38 mmol) <D v7/S£7^ V 
WDnMA:^^y^=5:l) K£9fS®U 20 

{t&®m*£o{k*mm&-?n&®fttLT ioomg 

(3XgT39%) 

I R (KB r ) : 3350, 1730, 1670, 1510, 1160 cm" 1 

[0210] mmm3o 

2-7^>V-6- C3, 4-tfX (%)ltf*>>*h* 

90nig (0.13imol)£ hU7;l/:*D#Klml 
U ft^(23)^ct5^^SST^fea^thUT 6 
2mg (84 %) fttc. 30 

[0 2 1 1] flbft: >250 <C 
1 H -NMR (DMSO-de ) <5tms : 13.0-12.0 (b 
s, 1H). 10.44 (s, 1H), 9.47 (s, 2H), 9.15 (s, 2H), 
8.64 (s, 1H),8.52 (s, 1H), 8.29 (d, J=8. 7Hz, 1H), 
8.21 (d, J=8.7Hz, 1H),8.11 (d, J=8.9Hz, 1H), 7.86 
(d, J=8.7Hz, 1H), 7.42 (s, 1H),7.39 (d, J=7.5Hz, 1 
H), 6.90 (d, J=9.0Hz, 1H), 4.66 (bs, 4H) 
I R (K B r ) : 3300, 3200, 1740, 1680, 1510 cm 

[0 2 12] HIJ6093 1 40 
C [4- (^;i/75/) -o-7x^i/» iS** 

C (4- 7^y-o-7xnl/» v^+vO 3S^Kt 
2.78g(7.85mfflOl)t5 c fc^7,^^W^ H 0,78g 
(7.85mmol)£X*/-JI/ 10ml \ZM^ Ztllzm 
AJfrrtm®®. 0.64g(7.85mmol)2riD^-, 3^TO 

f&wffivit. R!&mft$m&®*®&T\z%3kb, m 

)V: n-s\*V>=2 : 1) \ZXDmmV, ( C4 - 
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z:^Kt-y^^^fijgff<hLT 2.74g(77 

%) »fc. 

C [4- (X*->W^ F;^;i/7i= /) -o-7x- 
y**SO -Sfc&t -^SMV 2.65g ( 5.70 mmo 

i) §^^?;vx;^+>/F iomi izmmb, zntz* 

M;*^}- h U «i7A 220mg(5.70mmol)£jD^ 100 X: 

nmmmwvrzo nam. s*«K**tt€f, ^x^ 1 
u aim, m&ft 

^D7h^77^- (n-^1f>:»»X5 1 ;l/=2 : 
1) fciOfilSU C C4- (*^7i*/) -0-7 

xxu>] y^so t - 7?)i*m&mfct v 

T 1.03g(49 

[0 2 13] 1 H-NMR (CDC 1 3 ) <5i DS : 6.88- 
6.83 (m, IB), 6.17-6.15 (m, 2H),4.57 (s, 2H), 4.51 

(s, 2H), 2.78 (s, 3H), 1.48 (s, 18H) 
IR(neat) : 3400, 2950, 2900, 1740, 1510 cm 

-1 

[0214] mmm3 2 

C3, 4-tfX (t-yh^>M 
7?V> (fe£4fc(25)) 

-2-^7^^>*;^>Kl20mg (0.61maol)t ( C 
4- 0*3^75/) -o-7i^l/» r 
RKt-^;U 246mg (0.67mmol) ift«£U vU# 
y;i/^^A^7DVh^^7^- (n-^it> : tt®X 
5MI/=2 : 1) te±D»«U 2- C3, 4-tfX (t 

267mg (80%) 

[0 2 15] 1 H-NMR (CD C 1 3 ) <5tms : 8.11 
(s, 1H), 7.89 (s, 1H),7.83 (d, J=8.6Hz, 1H), 7.66 
(d, J=8.6Hz, 1H),7.56 (dd, J=8.5, 1.5Hz, IB), 7.44 

(dd, J=8.5, 1.5Hz, 1H),8.71 (s, IB), 8.56 (s, 2 
H), 4.48 (s, 2H), 4.47 (s, 2H), 3.49(s, 3H),1.47 
(s, 9H), 1.37 (s, 9H) 

IR (KB r ) : 2950, 2200, 1740, 1640, 1500, 115 
0 cm -1 

[0 2 16] &\Z, 2- [3, 4-tfX (t-^b^r"y 

#;M?x;i/;* h*v) -N-*^7x'j/#;M*x 

M - 6 -y7/t7^1/> 260mg (0.48mmol) C0->7 
/g£7^/3£(;:£&U ->U*yA*7^nTh 
ifyy^C- (^dd*M : 5 : 1) (Ci: 

0)»S9b, ft^*(25)S«k3fl:**»ttT?«fiH*fcl/ 
T 173mg (52%) Hfco 

[0 2 17] 1 H-NMR (DMSO-de ) 6ms : 9. 
81-9.10 (bs, 3H), 8.37 (s, 1H),8.05 (d, J=8.8Hz, 1 
H), 7.98 (s, 1H), 7.90 (d, J=8.5Hz, IB), 7. 76 (d, J 
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=8.6Hz, 1H), 7.50 (d, J=8.7Hz, 1H), 6.99 (s, 1H), 
6.63 (s, 2H), 4.62 (s, 2H), 4.53 (s, 2H), 3.37 (s, 

3H),1.44 (s, 9H), 1.30 (s, 9H) 

I R (KB r ) : 3300, 1740, 1620, 1500, 1160 cm' 1 

[0 2 18] mmm3 3 

2-73SV-6- [3, (%)],tf**s*h* 
is) -K-*7)V7-V S*)\r#-M jryjrWs (it 
fttt(24)) 

7£fl«to#i6fc«K fc£tt(25)0J:5ft* 
^K«173ing (0. 25mmol) £ HJ 7;M*Dgm 1 ml TABS i0 
U ft^«(24)*J:5ft**«*T«ftH#il/T130i 
g (900 »&. 

[0 2 19] 1 H-NMR (DMSO-de Hns : 9. 
38 (bs, 2H), 9.26 (bs, 2H),8.35 (s, lfl), 8.04 (d, 
J=8.7Hz, 1H), 7.94 (s, lfl), 7. 90 (d, J=8.8Hz, 1H), 
7.75 (d, 1=10. 0Hz, 1H),7.50 (d, J=8.4Hz, 1H), 7.00 

(s, 1H), 6.61 (s, 2H), 4.61 (s, 2H),4.54 (s, 2H), 

3.36 (s, 3H) 

I R (KB r ) : 3100, 1640, 1500, 1180, 1140 cm" 1 

[0220] mm 3 4 20 

2-7 5SV-6- C4- Y**sl3)V'#~)V* 

mm 

*3MW"MJ9A (60%) 80fflg(2.00nunol)£N, N-v 

l£W«©#ttT&Snfc2-^7/-6- [4- (* 

U> 576mg(1.60mmol)^N, N-y^^m75H 
5nIfc»*Ufc***MT*TU *©**2.5»IB 

S*»fc3-F^^> 0.25ml (4. 0bido1)*S 30 

s-ejiTu *o)*£mmtmisft. &j&m\z* 20m 

±tf*T»s»U m*titmW*i"? ATffiiSLfccD 

X^;V=6 : 1) fc«kD»«U 2-y7;-6- (4 
^75/3 *7*V>**fiH*£l/T 539mg(90X) 

[0 2 2 1] 1 H-NMR (DMSO-de ) «5 T ns : 8. 40 
14 (s, ID, 7.76 (d, J=8.5Hz, 2H),7.58 (dd, J=8.5, 
1.8Hz, IB), 7.53 (d, J=1.8Hz, 1H). 7. 33-7. 23 (m, 1 
H), 7.30 (d, J=8.8Hz, 2H), 6.65 (d, J=8.8Hz, 2H), 
4.53 (s, 2H), 3.74 (s, 3H), 3.58 (s, 3H) 

I R (KB r ) : 2250, 1760, 1625, 1605, 1210, 118 
5 cm* 1 

[0 2 2 2] JfcK*««3 4:H*0*jSKa^ 2-v 
7/- 6- C4- ^> 
r/^^-N-^WPTSy] ^7^l^> 487mg (1.30 m 
■ol)C!>->7y»«75yy*K:*lftL. ->U*^*5 50 



4WF7-1 7 9 4 0 7 

0: 1) l:iD«BU fc£W(76)SJ;3fc**«Sn? 
»aifiB#iUT 460mg (3Xg^68%) 

[0 2 2 3] 1 H-NMR (DMSO-de )(5 T -s : 
9.50-8.85 (b, 4H), 8.40 (s, 1H),8.00 (d, 1=8. 8Hz. 
1H), 7.99 (d, J=8.8Hz, 1H), 7.86 (d, J=1.2Hz, lfl), 
7.76 (dd, J=8.8, 1.2Hz, lfl), 7.47 (dd, J=8.8, 1.9H 
z, 1H),7.26 (d, J=8.7Hz, 2H), 4.72 (s, 2H), 6.74 
(d, J=8.7Hz, 2H),3.36 (s, 3H), 3.49 (s, 3H) 
I R (KB r) : 3070, 1750, 1670, 1610, 1215, 118 

0 cor 1 

[0 2 2 4] ft)M3 5 

2-73SV-6- [4- Cfr;i/#^>;* h*~>) ^> 
V*1JI,-N-*?-)V7$S} j-72V> tfb£#F(75)) 
SM0K«2 5 fcHW®#tttfE». ft^*(76)o«fc5ft* 
104mg(0.200mmol) *iD*iMKU ffifflvU*^ 
^ (YMC ftK, 0DS-AQ-120-S-50) *7A^D7h^77 
-f- (*: ;**/-;U=l : 1-0 : 1) T»SU fls 
^*(75)&*»t6T*«fSH#tUT70ng(84« 
fc, ■£ : 220-230 *C (##) 

[0 2 2 5] 1 H — NMR (DMSO-de ) dries : 1 
0.55-10.15 (m, 2H), 9. 38-9. 05 (m, 2H), 8.38 (s, 1 
H), 7.98 (d,J=8.7Hz,2H),7.84 (d, J=1.9Hz, lfl), 7.7 
4 (d, J=8.7Hz, 1H),7.47 (dd, 1=8.7, 1.9Hz, lfl), 7. 
23 (d, J=8.8Hz, 2H),6.65 (d, J=8.8flz, 2H), 4.39 
(s, 2H), 3.48 (s, 3H) 

1 R (KB r) : 3150, 1675, 1620, 1505, 1420, 139 
0, 1250, 1180 cm" 1 

[0 2 2 6] SlJ£0y3 6 

2-7^y/-6- [4 - (^ b*i/lJ)Vtf-)V* b* 
&tt(79)) 

mmm3 4tmm<Djjm\z'&\,\ 2-^7/- 6- t4 

j~7?U> 576mg(l. 60mmol) \Z^yz/)V^fU ^ F376mg 
(2.20iBDOl)*Ej63tf, '>y*W*7A?DVh^7 
7>r- («fl:^?U>:SKx^;i/=20: 1-10 : 1) 
fc±D*WU 2 -5/7/- 6- (4- (*V**stl)V 
fcWhti/) ^>V^/P-N-<*>5W73/] * 
7*V>£Mfi@#<J:l/T 331mg(46«) 

[0 2 2 7] 1 H — NMR (DMSO-de )fii«s : 8. 
43 (s, 1H), 7.89(d, J=8.5Hz, 1H),7.87 (d, J=8.7Bz, 

1H), 7.80-7.70 On, 2H), 7.50-7.15 (m, 8H),6.75 
(d, 1=8. 7Hz, 2H), 5.23 (s, 2H), 4.72 (s, 2H), 3.62 

(s, 3H) 

I R (KB r) : 3450, 2260, 1755, 1620, 1220, 118 
5' cm* 1 

[02283 &\z%mm3tmm<Di]mzm\ 2-> 

7 J- 6- [4- Wh^*J«-iMht'» ^> 
^;P-N-^>y^75 7) 1-7*V> 329mg (0.73 
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12: 1-6 : 1) £cfc9ff$JU lb^f(79)&cJ;5fl;* 

mmmrmn&fflfctvT 21m oxgT5o%) 

[0 2 2 9] l H-NMR (DMSO-de ) <5tks : 

9.45- 8.80 (m, 4H), 8.33 (s, 1H),7.93 (d, J=8.6Hz, 
1H), 7.90 (d, J=8.6Hz, 1H), 7.75 (s, 1H),7.72 (d, 
J=8.6Hz, 1H), 7.44-7.15 (m, 8H), 6.74 (d, J=8.7Hz, 

2H),5.24 (s, 2H), 4.72 (s, 2H), 3.63 (s, 3H) 10 
IR (KBr) : 3150, 1735, 1660, 1600, 1485, 121 
0, 1165 cm - 1 

[0 2 3 0] &&60O3 7 

2 -75 5V- 6- C4- (jj b*5/) ^> 

Stttt 6Ong(O.lOimi0l) £JD*#*U fc£*(78)Stt 

[0 2 3 1] 'H-NMR (DMSO-de )<5t« 8 : 1 2? 
0.47-10.15 (m, 2H), 9. 48-9. 02 (m, 2H), 8.29 (s, 1 
H), 7.91 (d, J=8.5Hz, 2H),7.73 (s, lfl), 7.69 (d, J 
=8.5Hz, 1H), 7.47-7.13 (m, 8H),6.65 (d, J=8.4Hz, 2 
H), 5.23 (s, 2H), 4.39 (s, 2H) 
IR (KBr): 3250, 1680, 1610, 1515, 1505, 1420, 

1400, 1230, 1180 cnr 1 

[0232] mmm3 8 

h^>*-4-75/ S/^DA+f/-^ 5.00g (43.4 30 
mool) > N, 3.82g (43.4mmol) . 

37%*;l/TU> 50ml , N-^^;^;^U>9.54ml 
(86.8nuiiol)i5«fcW^*U-> 10ml Ofi^ttC MVX> 
200il *»Tfc*t»*btt^6»5«HW»» 

U*WW?AirDYhif77-f- (*{k^^l/>:^ 
* 7-^=50: 1-10: 1) (C±0*SHU h?>*- 
5- (4 - 1 Y U^i/ is $ us\3rz/ )V) -1, 3 -iV 

^M^Fn-2-:**y-i, 3, 

>**fiH#tbT 7.40g (75%) #/t„ 40 
[0 2 3 3] 1 H-NMR (CDCh ) 0tns : 4.21 
(s, 4H), 3.68-3.55 (m, lfl), 3.46 (d, J=4.6Hz, 1H), 
2.85 (s, 6H), 2.90-2.74 (m, IB) , 2. 13-1. 88 (m, 4H), 

1.46- 1.23 (a, 4H) 

[0 2 3 4]^ h^>X-5- 

-1, 3, 5-HJ7S>>1.00g (4.40mmol) fccfctf:/ 
Dtfttt-W 1.29g (6.60mmol) £HVX> 13m 
1 KjgtfU ^niCffiK^T 1 h 5 - n - 7T)V7 
xOA 45mg (0.13urool)*lraiL *Kft^hU^A 13. 50 



^gjsp 7 - 1 7 9 4 0 7 
2g (330mmol)^* 13.2ml fc»»l/fc««S*Tb, £ 

htfyyj- (mk*?\s> : *9 S-)l=20: 1) C 
±9«SSU h?>X-S- [4- C (t-^h*->* 
;M*=;W *s9u<\*i/)V\ -i, 3- 

^fM**tFD-2-**y-l I 3, 5-HJ 
7y>**fiH*i:l/T 680mg (45%) *§&• 

[0 2 3 5] 1 H-NMR (CDC Is )<5t«s : 4.20 
(s, 4H), 3.98 (s, 2H), 3.49-3. 23 (m, 1H), 2.84 (s, 
6H), 2.88-2.75 (m, lfl), 2. 18-2. 06 (m, 2H), 2.06-1.9 
3 On, 2H), 1.47 (s, 9© , 1. 44-1. 16 (m, 4H) 

[0 2 3 6] h^>X- 5 - (4- ( (t-r/h+S/* 
t^JVttis) S/^n^^W -1, 3- 

3, 5-HJ 

73>> 300mg (0.879mmol)^t-y^y-;i/5mHC^ 

2mnmmawLVit. E^^iN*^b^huoA* 

fee Jl**6fi»/iSL«*«BETfc«5feb, S£ 

>:;**7-^=10: 1-5 : 1) fcJ;0«»U 

>x- (4-75y^PA+y;Pt*>') mmt-7 

^***fiH#tl/T 130mg (57%) ^fc 0 
[0 2 3 7] 1 H-NMR (C D C 1 s ) <5 T y 3 : 3. 98 
(s, 2H), 4.24-3.42 (m, lfl), 2. 88-2.69 (m, 1H), 2.45 
-1.82 (m, 6H), 1.47 (s, 9H), 1.50-1. 07 (m, 4H) 
[0 2 3 8] ^ffiM3 9 

h?>X-2-75>V-6- C (4-t-^h»S/» 
^7*V> (JfrfrttflO)) 

6-^7/-2-^7^^>*;i/3p>K lOOmg (0.51mm 
ol) S&ZfhyyX- (4-75 7 v^DA+vj^+ 
z/) |»t-^9 t ;H28ag (0.55mmol) £N, N-v* 

- lH-^/hU7»;-JP 75mg (0. 55mmo DfeJ:^ 1 

- (3-y^^l/7^;^Dt:jW -3-xyjP#JM* 
5*-f 3 K 107mg (0.55mmol) $rfi0^L> ^fiT18^fflffi|f 
Lfc. fijNKK* 20ml ftiWA*«X?;^»ai,ft. 

su ass^u*y;W7A?Dvby77>f- (n 

-M-9*>/Smx^=3 : 1-1 : 1) KJ; 0*138 
U h?>X-2- C (4- t-^h*->*J^x;M 
h+yy^OA^yjW 75y#;i^x;W -6-v7 
/:f7*U>£*6H#<hbT 160mg (77X)#fc<> 
[0 2 3 9] 1 H-NMR (CDC Is )<5t«s : 8.28 
(s, lfl), 8.26 (s, 1H), 8. 10-7. 85 (m, 3B), 7.67 (dd, 
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J=8.4, 1.4Hz, 1H),6.09 (d, J=8.0Hz, 1H), 4.19-3.9 
0 (p, 1H), 4.02 (s, 2H), 3. 48-3. 31 (m, 1H), 2.31-2. 
05 On, 4H), 1.49 (s, 9H) , 1. 45-1. 19 0n,4H) 

[0240] wzmffimztmmv-jjmzm^ b?> 

y 150mg (0. 37mmol) CDv7 /S£7^ v/8lca& 
U S/U*y;i/ (Chromatorex, NHS, ^tvUv^fc 

-;i/=5 : i) iz&vmmv, {t&mmzm&®#t 

UT 70mg (45 %) 

[0 2 4 1] 1 H-NMR (DMSO-da )<5 T «s : 8. 
44 (s, 1H), 8.38 (s, 1H), 8. 12-7. 90 (m, 4H), 6.75 
(bs, 1H), 4.00 (s, 2H), 3.90-3.75 On, 1H), 3. 33-3.1 
0 (m, 1H), 2.15-1.82 On, 4H), 1.43 (s, 9H), 1.40-1. 
22 On. 4H) 

[0 2 4 2] ^ffi^J4 0 

h?>X-2-7^>V-6- C (4-tJJV^y^h 

*yy2u<\*cy)V) 7^;ti)V#~M ±y^v> 
mmmii tmm<Djjmzw<\ it&mw) esmg co.i 

6mmol ) ZhVy uffim 2 mir&WV. it^(29) 

[0 2 4 3] 1 H — NMR (DMSO-ds ) (5tms : 9. 

47 (bs, 2H), 9.18 (bs, 2H) , 8. 60-8. 39 (m, 3H), 8.26 
(d, 1=8. 6Hz, 1H), 8.16 (d, J=8.6Hz, 1H),8.07 (dd, 
J=8.6, 2.0Hz, 1H), 7.85 (dd, J=8:6, 2.0Hz, 1H),4. 

05 (s, 2H), 4.02-3.70 On, 1H), 3.50-3.25 (m, 1H), 

2.15-1.80 (m, 4H), 1.60-1.22 On, 4H) 

[0244] mmm4 1 

3- (4-7^;y^PAtyW ypbT^>Bgt-y 

27. 8g (81.1mmol) \Z^ h7hFD77> 280ml £JH 
zn\Z 1.6M n-yWJWA©n-^t>i§ 
m 50.0ml (80.0mmol)£-40T:T30#ffiTMTU ^tf> 
££i&#ffl«#ufc. 4- (^i^l/**^* 

;l/^-;l/7^ /) ^DAt1t;> 20.0g(81.0mmol) 
Sfh7tHn77> 200ml K^l,£^i££30#lfflT 
«TU *<D$>t&M\zh£LT3.5 mmmwLfco s 

«?s^fiasj^t:7>^^^A*}g^ica^«{^^^ 

KS*U ^y'J^M7A^nvh^77^ 
(n-AW>:SlX^=4 : 1) TfSSJU 4- 
(^>^^i/*;^->il/7^y) '>?D^>Ur 

>^^;i/^^X-T-;P^^fiS«:a:bT 7.02g(32$) 



(34) ®M¥7-l 7 9 40 7 

[0 2 4 5] 1 H-NMR (CDC Is ) <5ms : 7.33 
On, 5H), 5.77 (s, 1H),5.10 (s, 2H), 4.69 (bs, IB), 

3.63 On, 1H), 3.53 (s, 3H) , 2. 20-1. 80 (id, 6H), 1.3 
4-1.05 (i, 2H) 

I R (N e a t ) : 3600-3100, 2900, 1670, 1530, 13 
00 cm - 1 

[0 2 4 6] 4- (^yitJVttistJfrtf-JVT*;) 
y^DA^yUj^^W^X-Til' 7.00g (25.5 
mmol) &f h7tFD77/ 50ml (Ci£»U ZtllZM 

io ^K25mi £tn^ mMrAmmntfthtzo &fam\z® 
«ia#*^iJDA^7;>*u^{cL/fcco^^Kx5 1 ;i/Ta 

TKSiu 4- K>v;^+^;v^-;i/7^/) 

y^D^yJWJW^rt H^fiiaff^UT 6.25g 
(94»#fc. 

[0 2 4 7] 1 H-NMR (CDC 1 3 ) <5tms : 9.65, 
9.61 (each s, 1H), 7.34(m, 5H),5.02 (s, 2H), 4.73 
(m, 1H), 3.50 (m, lfl), 2.30-1.10 (m, 9H) 
20 [0 24 8] Tkmfci- h U A(60« 1. 17g (28. 9mmol) 
§fh7t 240mHCSKSIU, ^tllC, >?X^ 

;i/7f>X*y»Sl t (955K U&) 6.15g (25.8mm 

ol) ^fb7hHD77> 60ml \Z®Mlstc®m$:*?li 

r\zimmr^Ti,rz 0 zo&t&mzbizLwttmm 

6.15g (23.4nunol)^xh^fc:Hn7 7> 60ml 
*7A?DYh^77^- (n-^\*-tf> : mMx^JV 

= 4:1) ^SfiL,, a- C4- ("osw***** 

ZmmfttLT 7.02g (32»f»fc. 
[0 2 4 9] 1 H— NMR (CDC Is ) 0tms : 7.34 
(m, 5H),6.83 (dd, J=15.8, 6.8Hz, 0.5H), 6.75 (dd, 
J=15.8, 6.8Hz, 0.5H),5.72 (dd, J=15.8, 1.3Hz, 0.5 
40 H), 5.68 (dd, J=15.8, 1.3Hz, 0.5H),5.08 (s, 2H), 
4.85, 4.75 (each bs, 1H), 3.81, 3.45 (each bs, 1 
©,1.48 (s, 9H), 2. 30-1. 10 (m, 8H) 
IR (KB r ) : 3700-3100, 2900, 1710, 1700, 165 
0, 1510 cm " l 

[0250] 0- (4- (^>^;^*->*;p#x;P7 

*s9w\*?*/M 79VM&t-W)V 7.00g 
(19.5mmol) S-)V 200ml fc«#U HtUtlOS 

/X??94Jt* 700mg<£ftl^, #*#BMTF, SST24 

50 ETfcBSU 9««n-^*tf>fcS»x^i0il 
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smmrvtftv, 3- (A-T^ji/tu^i/M ? 
nh!^>»t-^;P*JlfiH#ibT 3.78g (85X)ft 

&• 

[0 2 5 1] gSW*: 39-40 *C 
1 H-NMR (CDC Is ) aim : 8.00 (bs, 2H), 2. 
88 (m, 110,2.19 (m, 2H), 1.91 (d, J=9.9Hz, 2H), 1. 
73 (d, J=9.9Hz, 2H),1.39 (s, 9H), 1.60-0.80 (m, 8 
H) 

IR (KB r ) : 2900, 1720, 1360, 1160 cm- 1 
[0 2 5 2] §g}60J4 2 
2 -7^y/-6- ( [4- 

*lt«l 0tR»O*j*fc«K 6 -3/7/- 2 -^7 
* P 207mg (LOSmaol) t 3 - (4-7S 
yy^A+v'JW ^DW>Bt-yf;P 250mg (1. 
lOmmol) £*»&U S/U*yM7A^OYh^7 
-f- (n-^HJ->:#&X^;i/=3 : 1-1 : 1) \Z 
<kD*MBU 2- C C4- (2- t-7h*is*)l#- 
)Vx^M is?a^*isM 73/#JM*x;W - 6- 
5/7/^7^l/>ft«fiH#tLT 337mg (79%) # 

[0 2 5 3] 1 H-NMR (CDCh ) (5tbs : 8.29 
(s, 1H), 8.25 (d, J=0.8Hz, 1H) , 8. 04-7. 89 (m, 3H), 
7.70-7.64 (m, 1H),6.33, 6.11 (each d, J=7.9Hz, 1 
H), 4.35-4.22, 4.07-3.92 (each m, 1H) , 2. 29-2. 04 (m, 

4H), 1.45 (s, 9H), 1.92-1.09 On, 9H) 

[0 2 5 4] 2- C C4- 

jvx^jv) is^u^i/M 7^/#;v#x;w - 6- 

->7/t7^k> 318mg (0. 782mmol)£X^/— ^ 15m 

fift&**2Qml«ftlA. 3Q£|B»#Lfc. 

£U S&K&ftT^x^A 80mg (1. 50omol). m* 
7>*:X7Xi?J-)l>®m 10ml *5<fctfX^/— A' 10m 

i £jn^ 4^wso^aMu^o smK»ec»A*« 

yj- (^dd*M : **/-J]/=95 : 5-85 : 15) 
fc±D*MBU ft^*(15)*tt»»T*feHft:tUT 3 
30mg (2XgT98%) &f§fc. 

[0 2 5 5] 1 H-NMR (DMSO-de ) <5ms : 
9.47 (bs, 4H), 8.56 (s, 2H),8.54, 8.43 (each d, J= 
7.1Hz, 1H), 8.28 (dd, J=8.6, 1.6Hz, IB), 8. 15 (d, J 
=8.5Hz, 1H), 8.07 (d, J=8.6Hz, lfl), 7.90 (d, J=8.5 
Hz, 1H),4.06 (q, J=7. 1Hz, 2H), 3.89-3.74, 3.49-3.3 
9 (each m, 1H) ,2.32 (t, J=7.4Hz, 2H), 1.89 (t, J= 
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7.1Hz, 3H), 1.92-0.98 (m, 1H) 
[0 2 5 6] 5ttH4 3 
2 -7^y/-6- C C4- 
y^D^yJM 7^;*)\'#X)V) j-y$v> (fc£ 
»(14)) 

5£H*0#«fc«l>, {t£tf(15)£>SiBtJ£ 3 
16mg(0.731miol) fc2U*&jBU ft*«(14)**«ttT 
&&£@#£LT 118kg (40»#fc. 

[0 2 5 7] 1 H — NMR (DMSO-de > dm s : 9. 
10 51 (bs, 2H), 9.25 (bs, 2H) , 8. 55-8. 50 (m, 3H), 8.26 

(d, J=8.7Hz, 1H), 8.16 (d, J=8.7Hz, 1H),8.07 (dd, 

1=8.7, 1.3Hz, 1H), 7.87 (dd, J=8.7, 1.6Hz, 1H),3. 
85-3.74 (a, 1H), 2.25 (t, 1=7. 6Hz, 2H), 1.94-1.76 
(m, 4E), 1.52-1. 00 (m, 7H) 

[0 2 5 8] ^JS0»4 4 
6 - 1/7 J - 2 -*J U >tl)V^>m 
6-7S/-2-/ ?;Hr / U > 6. 26g(39. 6mmol) 
h^tHn7^> 50ml 100ml (Dil^jgttKig 

*U 9.9ml(118.7mmol) *5cktfMffi 

a? K^-hU^A 3.28g(47.5mmol)£;K 20ml SdSflPL^jg 
«**»TfciB*. 20»BHt»l/fc, d®K**lc«a 
:fHJ£A 4.2g(39.6mmol) pH*»4il/ft© 
y7>«UW 10.3g(158.3mmol) £<fc 
Zfis7>iKm-m 7.09g(79.1mmol)£* 50ml 
fc**fc*»Tfcin*., 30#|R!«#Lfc. 5«tticSV 

^hifyy-C- (n-^V-> :mmx^JV=5 : 1- 
30 2:1) £J;?>tt«U G-zs7/-2-*r)l>*;V 
>fc*fiB*iLT1.9»<29» 

[0 2 5 9] 1 H — NMR (DMSO-de )dm : 8. 
58 (d, J=1.4Hz, 1H),8.36 (d, J=8.4Hz, 1H), 8.05 
(d, J=8.8Hz, 1H),7.98 (dd, J=8.8, 1.4Hz, 1H), 7.57 

(d, J=8.4Hz, 1H), 2.69 (s, 3H) 

[0 2 6 0] 6-->7/-2-/5 1 ;^/ U> 800mg 
(4.76mmol)SfcfU^> 15ml fcMWU comt\zrm 
it±U> 1.06g(9.51mmol)^»^ 110 CTlSfmUtt 

40 £U ttiK^aWEKSJn^ffitt (PH3-4) tu w 
iflL&HfcSiMlU ^X^X-T^Tft^U 6- 
3/7/-2-*/U>**#>«e*»fiH#i:UT 7 
82mg(83» '&ft 9 

[0 2 6 1] 1 H-NMR (DMSO-de ) <5tms : 8. 
77 (d, J=1.5Hz, 1H),8.67 (d, J=8.6Hz, 1H), 8.29 
(d, J=8.8Hz, 1H), 8.23 (d, J=8.6Hz, 1H).8.14 (dd, 
J=8.8, 1.5Hz, 1H) 
[0 2 6 2] «tt«|4 5 

h7>X-6-7SS?/-2- C (4-t-7h*'>:fr 
50 )Vtf-)V* h^v->^P^->;i/) 7^JJd)V#xM 
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U > (ftS4fc(64» 

/ - 2 U 231mg(L 17mmol) t h?> 

X- (4 -7>/y^n^>JWy) 

;i/ 1.06g(9.51nmol)fc£»&U ^U*y;P*5A^O 

2 : 1) fc«kDtt«U h?>X-2- C <4-t-7 

#X/H -6-5/7/*y»J>*«»fiH#tbT 406 
rag (85%) *§fc 0 i0 

[0 2 6 3] 1 H-NMR (CDC 1 3 )drvs : 8.45 
(d, J=8.6Ez, IE), 8. 39 (d, J=8.6Hz, IE), 8.30 (d, J 
=1.6Hz, IE), 8.22 (d, J=8.8Ez, IE) ,8. 04 (d, J=8.0E 
z, IE), 7.91 (dd, J=8.8, L6flz, IE) , 4. 15-3. 90 (m, 
3H), 3.52-3.30 (m, 1H), 2.35-2.05 (m, 4B), 1.85-1.1 
2 (m, 13H) 

[0 2 6 4] &lCh^>X-2- C 

;W -6-y7;+7U> 377mg(0. 921^01)0^7/2 
*73SV»;:«iftU 3/U*Wt (Cbromatorex , NH 20 
M* *±5"J5/7ft¥) *^A^DVhif^7^- 
dd«A : ^^y-;^=io : l) teJcOEJlu ft£ 
$>(64 ) ft««fiH#tl/T 89rag(23%) flfco 

[0 2 6 5] 1 H-NMR (DMSO-de )<5t«s : 8. 
33 (s, IE), 8.28-7.90 (m, 5E) , 4. 30-3. 85 (m, 3E), 
3.45-3.32 (m, IE), 2.31-2.02 (m, 4H) ,1.73-1.30 (m, 

13H) 

[0 2 6 6] *ISflf4 6 

h?>X-6-75>V-2- C (4-%)l>tf**s*h 

u<\*i/M ZAZJUk^M ±ZJ1> (ft ^ 

Sffftll 7£H«0#ftfcflEV>, ft£«K64) 83mg(0.92 
mmol) ShU7;i/*nBB3mlTiaffll/, ft*&«(63 ) 
*hU^;P*n»«tt[T*fiH*tbT 93mg(80%) f§ 

fco 

[0 2 6 7] 1 H — NMR (DMSO-de )<5r«s : 1 
2.51 (bs, 1H), 9.54 (bs, 2H),9.25 (bs, 2E), 8.73 
(d, J=8,6Hz, IE), 8.71 (d, J=8.6Ez, IE), 8. 61 (d, J 
=1.8Ez, 1H), 8.34 (d, J=8.8Ez, IE), 8.28 (d,' J=8.6 
Hz, IE), 8. 14 (dd, J=8.8, L8Hz, 1H) 40 

[0 2 6 8] »S0H7 

7 u >%)itf>m*?)v-mmm 9 

40mg(3.94mmol)£'r h^t HP77> 50ml 2 
Oml ®fi£Bttl;:&ftU JICDiSifcfcii&K 0. 98ml (1 
1.8mol) to£XSmmmj-bVOJ* 326mg(4.73mmol)£ 
* 10ml \zmBV1t®mi*1frT\Zto7Ls 30#M«ltL 
fco £<DKJfcm*i'7>ittJi)V& 1.03g(15.8mmol)* 
±tf->7>ftfB-« 705mg(7.88miaol)$:* 20ml \Z&M 
Lfc*«KJk»TfcJ0A, 30#ffl«#Lfc o EJfc&lCffi 50 
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t^suniiT^ftufco^, BMxwi/rttau ma 

DVh^77^- (n-^\^>:S^X5 1 ;i/=5 : 1 
-4 : 1) \Z&r)m®L, 7-y7/-2- + yj>* 
)lfs>m*?)[,$:$in&®ti:tLT 420mg (50%) # 

fco 

[0 2 6 9] 1 H — NMR (DMSO-de : 8. 

68 (d, J=1.6Hz, 1H),8.40 (d, J=8.6Hz, 1H), 8.33 
(d, J=8.6Ez, IE), 8. 02 (d, J=8.4Bz, IE), 7.81 (dd, 
J=8.4, 1.6Bz, IB), 4.11 (s, 3E) 

[0 2 7 0] 7->"7/-2-*/ ■J>*;W*>»*? 

* 340ng(1.60nmol)*'rh5t HD75> 10ml *«kt? 

* 10ml coS^»ir»»U, ^o^fc^KftU^ 

£fiTii$ra#Lfco co»ti 
Nlititt (pE2-3) tU #Tffibfc@#:£i8I& 

L/, yxy^x— r^"c»»b, 7-^77-2-*/ 

U>*^#>»*«»fiH#tUT 420mg (66%) ft 

fco 

[0 2 7 1] 1 H-NMR (DMSO-de )0tmi : 8. 
74 (s, 1H), 8.69(d, J=8.4Bz, 1H),8.28 (t, J=8.2Hz, 
2H), 8.04 (d, J=8.4Bz, IE) 
[0 2 7 2] *JS0H8 

t>7>X-7-75>V-2- [ [4- (2-Xh^> 
ti)Vtf-)VX?)l) s sj?U<\*z/M 7^Jt!)lX~ 
M */V> (ft£tt(56)) 

0fcH«ta>*ftfc«K 7-v7/-2-+y 
U>*^aR>K 100ng(0.50mol)fch9>X--3- (4 
-75/^D^;W ^ntf^^X^MllmgW. 
56mmol)fcett'&U ->U n V hif^7 
(n-^\+^> :»KX^=3 : 1-2 : 1) \Z 
<fc0*»KU h^>X-2- C C4- (2-Xh^>* 

;v#-;i/x?;W 7^/*ui/#xj« 

-7-^7/*/U>*ftfiifitti:LT 153mg (80%) 

#fco 

[0 2 7 3] 1 H — NMR (DMSO-de )07*s : 8. 
52 (s, 1H), 8.46(d, J=8.6Ez, 1H),8.36 (d, J=8.6Ez, 

IE), 7.99 (d, J=8.4Hz, 2E), 7.77 (d, J=8.4Ez, 1 
E),4.14 (q, J=7.0Ez, 2B), 4.09-3.85 (m, IE), 2.35 
(t, 1=7. 4Ez, 2E), 2. 25-2. 21 (m, 2E), 2.03-1.80 (m, 
ZD. 1.80-1.51 (m, 3H), 1.51-1.05 (m, 6H) 

[0 2 7 4] Jfct*Jfi«4 2tH«05SrttfcaK 
>X-2- C [4- 

^^da.+^w 7^y*;i/#x;w -7— >7/*/ 

U >100mg (0. 26mmo l)Oy7yS^7^ y^SlC^ffi 

A : *9S-)V= 100 : 1-5 : 1) KiDMU ft 
^«j(56)&ifiB6iiT^6aft:il/T 56mg (49 %) £ 

^fco 

[0 2 7 5] ^JS0»J4 9 
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> (fe^»(55)) 



72 



Ml 



1* 



mg (0.12mol) U ffr&4&(55 ) 

&&@#£LT 24mg(47%) 
[0 2 7 6] 1 H-NMR (DMSO-de 

mm i : tan 

(1) *B9Ifc£* (I) 

(2) e*Tffl«MNo. 2 0 9 (S±{t^aS) 



♦ 2.04 (bs, ID, 9.72 (bs, 2H),9.50 (bs, 2H), 8.71 
(d, J=8.4Hz, 1H), 8.69 (s. 1H),8.63 (d, J=8.6Hz, 1 
H), 8.33 (d, J=8.4Hz, IE), 8.30 (d, 1=8. 4Hz, IS), 
8.05 (d, J=8.6Hz, 1H), 3.98-3.68 (m, IB), 2.25 (t, 
J=7.6Hz, 2H), 2. 02-0. 89 (m, 11H) 
[0 2 7 7] 



(1) 



(3) msttjiu-x 

(4) tl)Vi£*i')V*?)\rk)VU 

(5) XT7U>iT^y^A 
(3) (4) ttVvT*vb?«l 0 0*? 

(1) , (3) , (4) i (2) 

(5) sas»bTfii*mi oo#) a*u m% 



7s ■ 



39 



12 :ij^±JVM 

(1) #5WMfr&* (I) 

(2) ?L« 

(3) X^7U>Kv^*->^ 

(1) *B9Mfc£* (I) Oifi&Jfi 

(2) ^>3« 
(3) 

[0 2 7 8] 

( i ) *5i^<7)*a^ 



1 Omg 
46. 6mg 

2 0% 

3 0% 
5 0% 

24. Omg 
4. Omg 
0. 4mg 

Off: 6. 3mm<f>, 6. OmmR) LT\ 1 
i8 5mgO»B9iI/&. fcBfcJKDTai 

5 Og 
9 3 5 g 
1 5 g 

5mg 
1 0 Omg 
1 0ml 

fcGPIIb/III aSfaf£ffl£*U gPSWSJ 



(5D int. ci. 6 mmn jr^mmmn f i ms$t^am 

A 6 1 K 31/445 
31/47 
31/495 
C 0 7 C 229/34 

237/06 7106 -4H 

257/18 8318-4H 
279/18 9451-4H 
C 0 7 D 211/34 
211/44 
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215/48 
241/04 

// C 0 7 C 217/84 



(72)5SW# /ME £5 

*KJfttfcfrrl5igjf*£2TS25#lfl- * 

s^as fu 

(72)55B^# & 

*B»«DW«Bil*«2T125#H» tt 

5££tt5 Fy+WWWBWJ 
(72)5SBJ# #± ft^ 

*Bafftt*TWB«*«2Ti25»l^ * 



(72) ?m% 3tBH 

<72)«wt nun 

*m&%ft®m±® 2 Tg25# i ^ # 

(72)^HJ# J $ 

*Bff«b!nWBII*«2T125»l^ * 

aaas f y +^mmpi 

*Bff«anttB«*«2T125»l4» 
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